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1545. Administrative and Clinical Problems of Chronic 
Sickness and the Diseases of Later Life 

J. W. AFFLECK. Glasgow Medical Journal [Glasgow med. 
J.) 29, 99-115, April, 1948. 1 fig., 16 refs. 


This paper gives an excellent summary of the position 
in Great Britain as regards the treatment of the chronic 
sick and aged. The general practitioner spends much 
time in procuring their admission to hospital and the 
hospital officers and almoners spend as much time in 
arranging their discharge, despite the 78,800 beds in 
England available for their use. Hospital admission 
may be required for physical or mental illness, or because 
alternative accommodation cannot be provided, especially 
for the aged. The age-trend of the population in- 
creasingly intensifies the problem. 

The author describes attempts at the solution of the 
problem in Leeds. A full survey of 778 patients was 
made; almost 80% were 65 years old or more; 17% had 
* senile weakness’, 15% had hemiplegia, 12-6% had 
arthritis, and 10% had chronic bronchitis. Hyper- 
tension, cardiac failure, carcinoma, and fractured femur 
were all of importance; 37-3% had mental complications, 
senile dementia being the usual diagnosis. The ratio of 
females to males was 2-5 to 1. Patients were separated 
into those under and those over 65 years of age. In the 
older group in many cases the infirmity would not 
justify hospital admission if adequate “ hostel’? accom- 
modation were available. The author is not in favour of 

‘the provision of beds for the chronic sick in general 
hospitals. [He does not mention the building of special 
annexes for them.] He regards the availability of general 
physicians and physiotherapists as of much value to the 
morale of the patients. 

The use of a “* screening ward ’’—in this case contain- 
ing 15 admission”’’ and 27 “ rehabilitation beds—is 
regarded as essential. The duration of stay in the ad- 
mission ward depends upon the length of medical 
investigation, the recovery of the acutely ill, and the 
arrangements made for patients whose needs are social. 
About one-third of all patients admitted were still in 
hospital 7 months later. The expected rate of recovery or 
death is 80%, leaving a residual 20%. The author refers 
to the psychological difficulties of persuading some of the 
patients to get out of bed, an act which may presage for 
them a lonely life and a struggle against cold, hunger, and 
discomfort. Some of these patients relapse after dis- 
charge; the use of a mobile physiotherapy unit would 
tend to prevent relapse. 

_The author suggests that: (1) The younger chronic 
sick should be accommodated separately. (2) Patients 
Over an agreed age, in whom the provisional diagnosis 
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indicates that they may have a long stay in hospital, 
should be admitted to special selection and treatment 
wards closely associated with all the facilities of an acute 
hospital. Later it might be desirable to extend the scope 
of admissions to include all geriatric patients. (3) In 
both the above groups there should be classification and 
segregation of the cases with predominantly psychiatric 
symptoms. (4) Increased medical auxiliary and 
specialist staffs are needed. (5) The staff of the treat- 
ment unit should provide out-patient consultation and 
treatment for geriatric cases. (6) The aged should have 
access to convalescent homes. (7) Information centres 
for the use of doctors and the public should be provided 
for the dissemination of knowledge of the medico-social 
and medical services for the aged. With these should be 
associated an emergency bed service to deal with the 
social emergencies which frequently occur among the 
aged and result at present in various degrees of starvation 
and neglect. C. O. Stallybrass 


1546. Some Aspects of Old Age 


J. H. SHELDON. Lancet [Lancet] 1, 621-624, April 24, 
1948. 7 figs. 


The lives of 477 elderly people, over the age of 60 in 
the case of women and 65 in men, were investigated in 
Wolverhampton. The physical state of each person was 
assessed and graded as normal, normal-plus, or sub- 


normal. The proportion of women in normal health 

remains fairly constant until the age of 85, when there is a 

drop. In men there is a steady rise in the proportion of 
subnormal individuals as age advances, but the propor- - 
tion of men with normai-plus physique also rises after 

the age of 85. Thus, over 85, men have either unduly 

bad health or remarkably good health for their age. 

Although the morbidity rate for women was discovered 

to be higher than that for men, the mortality rate was 

considerably less. 

The incidence of deafness steadily rises in both sexes 
until at the age of 80 to 84 more than 60% have impaired 
hearing, probably due to a decline in cochlear function 
of senile origin. A definite difference in sex incidence of 
vertigo was observed. In men vertigo is most prevalent 
in the age group 75 to 79, and the incidence before and 
after that age suggests a variation about a mean. In 
women dizziness attains a maximum incidence at 70 to 74, 
after which the incidence remains steady until 85 or more, 
when 70% of women are affected. As age advances 
people find increasing difficulty in moving about in the 
dark, this symptom being especially marked in women, 
of whom 90% are affected at the age of 85 or more. 
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Probably this difficulty is due to a decline in the function 
of the labyrinth and other postural sense organs. 

From 65 to 84 both sexes are increasingly liable to fall; 
after this age there is a reduced incidence of this symptom, 
probably because many are bedridden. This tendency 
to fall is also related to the various factors involved in 
the maintenance of normal posture. As these falls often 
lead to severe injuries, there is scope for study of the 
problem. Inthe Wolverhampton series 35% of falls were 
attributed to vertigo, and 31% to tripping up, as old 
people do not lift their feet so high as younger individuals. 
Of the group liable to tumbles 10% complained that 
they were quite unable to restore their balance if it was 
upset. Finally, 24% of falls were due to sudden giving 
way of a leg, without loss of consciousness or previous 
tiredness. In this type, the victim is unable to get up 
immediately, but has to wait for “* the strength to come 
back ”’. 

The social aspects—numbers of old people living alone, 
the family unit, and strains and stresses—are discussed. 
The article concludes with a plea for help for those per- 
sons, usually daughters, whose physical life is handi- 
capped by employment in the sweated industry ”’ of 
caring for aged relatives. A. Michael Critchley 


.1547. Changes in Age Selection of Fatal Poliomyelitis 
A. G. GILLIAM. Public Health Reports (Publ. Hlth Rep., 
Wash.] 63, 677-684, May 21, 1948. 2 figs., 20 refs. 


Many recent observations have pointed to the increas- 
ing tendency of poliomyelitis to attack older people. The 
author points out that the published data merely indicate 
a relative shift in age selection of reported cases and 
deaths and not necessarily an actual increase in the 
attack rates at the greater ages. A difficulty in distin- 
guishing between a relative and an absolute shift in age 
selection of notified cases arises from the relatively 
modern tendency to notify non-paralytic cases. In the 
New York epidemic of 1916 virtually 100° of the 
notified cases were paralytic, while in 1931 only 43% were 
paralytic. In recent years the proportion of paralytic to 
non-paralytic cases reported has varied considerably 
from time to time and place to place. There has been 
since 1916, however, no very marked change in the 
criteria of diagnosis in reported fatal cases. 

In 20 States in which deaths have been registered since 
1910, and which contain about one-half of the population 
of the United States, there has been a general downward 
trend, interrupted by eight epidemic excursions in 
mortality attributed to poliomyelitis in the period 1910- 
40. When these figures are subdivided into those for 
5-year or 10-year age groups, however, there is seen 
to be no absohute increase in any of the age groups con- 
sidered. On the contrary, in all age groups, there has 
been a gradual fall in mortality rate which has, however, 
been much steeper in children under 4 years of age than 
in the others. In adults, indeed, the decline is hardly 
noticeable. In other words, the increase in mortality 
among older individuals is not absolute, but only relative 
to the considerably reduced mortality in children 
under 5 years. The changes noticed above are not neces- 
sarily applicable to non-fatal illness. H. Stanley Banks 
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1548. The Immunizing Efficiency of Diphtheria Toxojg 
when Combined with Various Antigens 

L. GREENBERG and D. S. FLEMING. Canadian Journal o 
Public Health (Canad. J. publ. Hith) 39, 131-135, April, 
1948. 2 refs. 


Large groups of guinea-pigs were inoculated with 
diphtheria toxoid alone and in combination with (a) 
tetanus toxoid; (6) tetanus toxoid and pertussis vaccine: 
(c) T.A.B. vaccine; and (d) scarlet-fever toxin and 
pertussis vaccine. In all four combined injections, the 
immunizing power of the diphtheria toxoid, as judged by 
Schick conversion rates, was considerably enhanced. 

G. Payling Wright 


1549. Studies on Diphtheria. I. The Decrease of 
Natural Antitoxic Immunity Against Diphtheria. [In 
English] 

B. VAHLQUIST. Acta Paediatrica [Acta paediatr., 
Stockh.] 35, 117-129, 1948. 4 figs., 21 refs. 


As in many other European countries, the incidence of 
diphtheria in Sweden was decreasing rapidly before the 
1939-45 war, and the rate per 100,000 had fallen to 2 in 
1938. There was a sharp rise during the war, the rate 
being 38 per 100,000 in 1943. This increase was directly 
related to the number of aliens seeking refuge and the 
peak of the incidence corresponds with that of the 
number of aliens in the country. As a part of the 
extensive preventive measures employed the author, 
studied the state of immunity of the population. He 
points out that the proportion of Schick-negative in- 
dividuals over the age of 20 years has declined greatly 
in many countries since the original investigations of 
Zingher. This might of course be explained simply by 
the diminished stimulation to natural antibody forma- 
tion due to a lower diphtheria morbidity. In view of the 
poor state of natural antitoxic immunity, however, it is 
surprising that the outbreaks did not reach much more 
severe proportions in countries like Sweden, Switzerland, 
and Denmark. The author stresses the view that im- 
munity to diphtheria is not simply a question of the 
presence of a certain amount of antibody in the blood 
stream, and that the finding by the diphtheria bacillus 
of a suitable breeding ground in the host is of 
great importance. The presence of natural inhibiting 
substances in the saliva, and the possibility that certain 
patterns of bacterial flora in the throat possess an anta- 
gonistic action, are not of less importance and the author 
thinks that such aspects of immunity require greater 
consideration. It is interesting that certain German 
workers had also reported low antitoxic values in 69% 
of subjects examined, despite the fact that at or before 
this time severe diphtheria had been prevalent in Ger- 
many. But in many areas, a high incidence of diphtheria 
has existed alongside a low carrier rate, and such low 
carrier rates may suggest a diminished stimulus to 
individuals to produce natural antitoxin. 

One of the important aspects of this low state of anti- 
toxic immunity in adults is its effect on infants born of 
such parents. The author contrasts the earlier reports of 
Zingher on the state of immunity of mothers and infants 
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with his own results. The latter show that only 7% 
of mothers had more than 0-02 unit of antitoxin per 
ml. of serum; the same level of antitoxin was present in 
13% of newborn infants but in no infant between the 
ages of 2 and 8 months. Among non-immunized adults 
the Schick-negative rate in Sweden does not exceed 10%. 
T. Anderson 


1550. Studies on Diphtheria. II. Immunization Against 
Diphtheria in Newborn Babies and in Infants. [In 
English] 

B. VAHLQUIST, U. MurRAy, and N. G. Persson. Acta 
Paediatrica [Acta paediatr., Stockh.] 35, 130-148, 1948. 
1 fig., 22 refs. 


The facts reported in the previous paper (Abstract 1549) 
suggest the need for re-examination of the effect of 
immunization against diphtheria early in infancy. Al- 
though there may be a natural resistance to infection in 
the newborn (despite the absence of specific antitoxic 
immunity) severe diphtheria can develop in this age group 
and during the 1943 epidemic in Sweden small epidemics 
in infants were encountered. The question has been 
studied by immunizing infants and by observing the 
effect on the offspring of immunizing pregnant women. 
The infants were immunized with a single dose of 1 ml. 
A.P.T. (alum-precipitated toxoid). Three age-groups 


were studied: newborn infants, and infants aged 2 to - 


3 months and 6 to 8 months. Each group contained 
15 infants. Antitoxin was titrated before inoculation 
and 1, 3, and 5 to 7 months after. The mothers were 
immunized during the last 2 to 3 months of pregnancy. 
Two or three doses of A.P.T. were given—0-2 ml., then 
after a 4-week interval 0-5 ml. and, in some, 4 weeks 
later, another 0-5 ml. In the majority the second in- 
jection had been given 2 weeks before labour began. 
Antitoxin was titrated in the mothers before inoculation 
and at parturition, and in the infants at birth and later 
during the first year of life. The following table shows 
the median levels of antitoxin in the infants who were 
actively immunized. 


| Antitoxin Level (unit per ml.) 
| 


Before 
Inocula- 
tion 


Age 1 Month | 3 Months 
After After 


| (approx.) (approx.) 
<0-0005 | <0-0005| 0-02 
<0-0005 |0-01-0-02, 0-02 
<0-0005 0-02 0:02-0:05 


5 to7 
Months 
After 


0:02-0:05 
0-02-0-05 
0-02 


Newborn 
2 to 3 months.. 
6 to 8 months. . 


In the 29 mothers, the level before immunization was 
less than 0-0005 unit per ml.; at parturition it was 0-2 
unit; and in the offspring it was from 0-1 to 0-2 unit. 
Perhaps the most interesting aspect of this part of the 
study was the attempt to immunize these children with 
one dose of 1 ml. A.P.T. at the age of 1 to 2 months. 
When the existing antitoxin level was above 0-1 to 
0-02 unit the immunizing stimulus was _ ineffective; 
when the existing level was lower than this the immunizing 
effect was good. Thus the authors show that it is possible 
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to immunize the newborn although the response to 
stimulation is more belated than in the older infant. 
As regards pre-immunization of mothers, the fact that 
some infants temporarily resist active immunization 
because of the presence of homologous transferred anti- 
body may be less important than it seems, for these 
infants are already immune and the toxoid injection, 
although not enhancing immunity, may act as the 
primary stimulus. In a severe epidemic such knowledge 
might be important. T. Anderson 


1551. Studies on Diphtheria. III. The Duration of 
Immunity Against Diphtheria Following Vaccination as 
Compared with that Following Clinical Disease and 
Carrier State. [In English] 

B. VAHLQuIsT and G. HACKZELL. Acta Paediatrica 
[Acta paediatr., Stockh.] 35, 149-159, 1948. 5 refs. 


The authors examined certain groups of individuals for 
the presence of diphtheria antitoxin. The following table 
summarizes the results, the median value for each group 
being given. 


No. of 
Persons 


Antitoxin 
(unit per ml.) 


Immunized 1 and 2 years 15 
previously with A.P.T. 
Patients recovered from 16 
diphtheria 1 to 2 years 

. previously. 

Patients recovered from 15 
diphtheria 20 years pre- 
viously. 

Persons known to be car- 12 
riers 1 to 2 years pre- 
viously. 

Persons known to be car- 12 
riers 20 years previously. 


From 0-20 to 0-40 
From 0-05 to 0-10 


From 0-001 to 0-002 


From 0-05 to 0-10 


From 0:01 to 0-02 - 


As the authors remark, it is odd that there is so little 
difference between the values for recovered patients and 
carriers. This hardly supports a view that diphtheria 
only occurs in the “‘ non-reacting”’ host. [It is perhaps 
worth commenting that this study merely reports the 
amount of circulating antitoxin present at the time of 
examination. The capacity of the individual to produce 
antitoxin on demand is not examined and it may be that 
in this respect at the relevant times there is a difference 
between carrier and case.] . T. Anderson 


1552. Immunization of Adults with Diphtheria Toxoid. 
I. Immunological Properties of Formalinized Diphtherial 
Protein Fractions from Culture Filtrates 

H. S. LAwreENCE and A. M. PAPPENHEIMER. American 
Journal of Hygiene {Amer. J. Hyg.) 47, 226-232, March, 
1948. 12 refs. 


Whilst the immunization of children is rarely attended 
by serious reactions, adults tend with increasing age to 
have undesirable reactions after administration of 
diphtheria toxoid. A preliminary screening with the 
Schick test or Moloney test should therefore be first 
carried out. As these reactions have been ascribed to: 
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(a) constituents of the medium on which the diphtheria 
bacillus is grown; (6) diphtherial proteins other than 
toxin or toxoid; and (c) the toxin itself, the authors 
have investigated the influence upon adults of certain 
formalinized protein fractions from culture filtrates of 
the diphtheria bacillus. For their studies they prepared 
a formalinized mixture of atoxic diphtherial proteins (or 
P fraction) containing less than 0-03% toxoid, and a 
highly purified diphtheria toxoid. These two fractions 
have been examined for their immunological specificity 
by means of the precipitin reaction and the anaphylactic 
response in guinea-pigs; immunologically they were 
found to differ. Franz Heimann 


1553. Immunization of Adults with Diphtheria Toxoid. 
Il. An Analysis of the Pseudoreactions to the Schick Test 
A. M. PAPPENHEIMER and H. S. LAWRENCE. American 
Journal of Hygiene [Amer. J. Hyg.| 47, 233-240, March, 
1948. 7 figs., 21 refs. 


The authors report the examination of the reaction 
to the Schick test in 186 adults, purified toxoid and the 
P fraction being used. They were able to elicit specific 
allergic reactions to both fractions in sensitive persons by 
intradermal injection. It is concluded that both Schick- 
positive and Schick-negative persons may be sensitive 
to either of these two fractions, to neither, or to both. 

Franz Heimann 


1554. Q Fever Studies in Southern California. I. 
Recovery of Rickettsia burneti from Raw Milk 

R. J. Huepner, W. L. JELLIson, M. D. Beck, R. R. 
‘PARKER, and C. C. SHEPARD. Public Health Reports, 
Washington [Publ. Hlth Rep., Wash.) 63, 214-222, 
Feb. 13, 1948. 4 refs. 


Q fever, due to infection with Rickettsia burneti, is 
endemic in Southern California. It was observed to 
occur in association with certain dairies and investiga- 
tions proved that 10 to 20% of dairy cows in the Los 
Angeles area possess serum antibodies for Q fever. 
Extensive experiments resulted in the discovery of R. 
burneti in the milk from 4 widely separated dairies. 

Guinea-pigs were inoculated in large numbers with 
raw milk from pooled specimens, the milk being injected 
intraperitoneally or subcutaneously in doses of 3 to 5 ml.; 
control cultures were made on agar plates to exclude 
infection by pathogenic bacteria. In cases in which 
fever and malaise persisted for more than 2 or 3 days 
serological tests were made, sometimes immediately 
and sometimes after 30 to 35 days. In selected cases 
whole blood or splenic tissue was taken from an in- 
fected animal and inoculated into mice or the yolk sac 
of fertile hen eggs. After culture, material from the 
yolk sacs contained rickettsiae. Inoculations of the 
cultured organisms produced the gross pathological 
changes of Q fever in other guinea-pigs—fever, large 
friable spleens, and subcutaneous, indurated, non- 
suppurative inflammatory lesions. 

By various control experiments it was established that 
the disease did not arise spontaneously among guinea- 
pigs; it was not transmitted by cow blood, urine, or 


faeces, or by the numerous insects and mites found in 


association with cows. Many calves with undiagnosed 
fever were tested serologically but none was found to be 
suffering from Q fever. None of the cows whose milk 
was positive for R. burneti appeared to be in any way 
affected. It is not yet known exactly how Q fever 
is acquired by man. A pulmonary route is considered 
more likely than an alimentary one. These experi- 
ments, however, reveal a possible mode of transmission, 
and further work on these lines is planned. 
T. E. Graham 


1555. Epidemiology of Human Brucellosis in the Republic 
of Argentine. (Epidemiologia de la brucelosis humana 
en la Republica Argentina) 

E. A. MOLINELLI, E. M. FERNANDEZ ITHURRAT, and D, 
ITHURRALDE. Revista de la Asociacién Médica Argentina 
[Rev. Asoc. méd. argent.] 62, 111-119, March 15-30, 
1948. 3 figs., bibliography. 


According to the authors brucellosis occurs in nearly 
the whole of the Argentine, with the exception of the 
provinces of Santa Cruz and Tierra del Fuego and the 
island of Malvinas. In Argentine there are two groups, 
eastern and western brucellosis. The former is mainly 
due to Brucella suis and Br. abortus, the latter to Br. 
melitensis exclusively. The majority of the notified 
cases of brucellosis in the east occur mainly among 
cattle breeders, workers in slaughterhouses and with 
refrigerating plants, veterinary surgeons, and purveyors 
and persons engaged in the transport of meat, while in 
the west the cases are connected with the consumption of 
goats’ milk. The age distribution of the infected per- 
sons varies between 8 months and 82 years; the majority, 
however, are in the age-groups 21 to 40, with a preva- 
lence of the male sex. The infection occurs mainly in 
spring and summer, and shows a reduction in autumn 
and winter. In the east the skin, eyes, and respiratory 
tract are most often affected, whilst in the west the 
digestive system is most usually affected. 

Franz Heimann 


1556. Vaccination Against Influenza A and B. A 
Comparison of Reactions, Doses and Titer Responses of 
Two Different Vaccines in Infants and Children 

_R. I. Lienxe, E. P. Crump, and J. M. Apams. New 
England Journal of Medicine {New Engl. J. Med.\ 238, 


593-595, April 22, 1948. 10 refs. 


In November and December, 1946, the effects of two 
commercial influenza vaccines were tested upon a group 
of 245 children in hospital. Both vaccines were of mixed 
A (PR 8 and Weiss) and B (Lee) types; vaccine (1) was 
prepared by red cell adsorption and vaccine (2) by 
adsorption on to calcium phosphate. The patients were 
divided into 5 groups. The first two groups received 
0-5 and 1 ml. respectively of vaccine (1); the third and 
fourth groups received 0-5 and 1 ml. respectively of 
vaccine (2); while the fifth group was not inoculated 
and acted as a control. The rise in temperature pro- 
duced by the inoculation was not greater with the larger 
dose, but was greater in the case of vaccine (1). Vaccine 
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(2) caused a more severe local reaction than vaccine (1). 
Systemic reactions included headache and insomnia, 
and were more pronounced with vaccine (1). Antibody 
titres were estimated in serum specimens taken before 
vaccination and 14 days afterwards. It was found that 
both vaccines produced the same degree of immune 
response, and the 1-ml. dose gave no better results than 
the 0-5-ml. dose. Titres against influenza B were usually 
greater than against influenza A. No comparable rise of 
titre was found in the uninoculated control group. 
D. J. Bauer 


1557. Rat Control in a Plague Outbreak in Malta 
S. A. BARNETT. Journal of Hygiene [J. Hyg., Camb.] 46, 
10-18, March, 1948. 3 figs., 17 refs. 


Bubonic plague broke out in Malta in June, 1945, and 
the author spent 8 weeks on the island in advising on 
rat destruction. He found that the rat problem was 
primarily that of a densely-populated sub-tropical area; 
the rural problem was less important. Rattus norvegicus 
-Berkenhout was dominant, infesting food stores, buildings 
and sewers in the town, and refuse tips and farms in 
the countryside—R. rattus L. was also found. The 
outbreak resulted in 80 cases with 22 deaths, a case 
fatality of 27-5%; examination of rats sent in dead 
showed a widespread epizootic but a low incidence of 
infection. The rat-control methods used in Great 
Britain—pre-baiting followed by poison-baiting, testing 
for residual infestation 2 weeks later with plain bait, 
treatments over whole area of infestation by poisoning, 
cleaning, and proofing—were taught to local personnel, 
and a large organization including members of the 
Services and the Health Department was set up under 
unified control. 

The degree of clearance effected can be judged from 
(a) figures of original treatment where the points show- 
ing pre-bait-take numbered 695 and the poison-take 420, 
and (4) reinfestation tests performed from 6 to 17 months 
later when there were 42 points showing takes out of 
362 layings. The improvement produced was confirmed 
by reports from the public and by house-to-house inquiry. 

F.T. H. Wood 


1558. Social and Psychological Factors Affecting 
Fertility. VIII. The Comparative Influence on Fertility 
of Contraception and Impairments of Fecundity 

P. K. WHELPTON and C. V. Kiser. Milbank Memorial 
Fund Quarterly [Milbank mem. Fd Quart.] 26, 182-236, 
April, 1948. 4 figs., 13 refs. 


The basis of this paper is a study of 1,977 native 
white Protestant couples with at least ‘ an eighth grade 
education ’’, who were living in Indianapolis in 1941 and 
who were married in 1927-29, the wife being under 30 
and the husband under 40 at the time of marriage. The 
authors estimate that the potential birth rate was reduced 
by 63°% as a result of voluntary control, and that, com- 
pared with the estimated productive ability of the most 
fecund 75% of the couples, that of the group as a whole 
was 27°% less owing to defects in the reproductive system. 
Of the 19°%% of the couples without children roughly 40% 
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were childless because of contraceptive practice and 60% 
by reason of impaired fecundity. 

Considerable ingenuity is shown in the use of the 
factual data in order to arrive at the above estimate, and 
full details are given of the various assumptions which 
had to be made. Sometimes these assumptions seem 
hazardous—for example, when, disregarding the fre- 
quency of pregnancy despite the regular use of contra- 
ceptives (656 first conceptions, 619 second, 392 third, and 
199 fourth), the 119 couples who practised contraception 
successfully throughout marriage are assumed to be an 
unbiased sample with fecundity similar to those who 
practised contraception for a shorter period and then 
stopped in order to have a child. 

In view of the opinions offered it is interesting to note 
that the use of contraceptive measures did not appear to 
have any adverse effect upon the fecundity of couples who 
later desired a child. F. A. E. Crew 


1559. The Sex Ratio 
W.J. Martin. Medical Officer [Med. Offr] 79, 153-156, 
April 10, 1948. 7 refs. 


Since the days of John Graunt the sex ratio at birth has 
never failed to interest statisticians and biologists; 
writers of statistical textbooks have used the data to 
illustrate the methods of computing and testing the 
significance of ‘‘ chance” deviations; biologists have 
studied the variations of the sex ratio under different 


conditions and it has been noted that it changed in both 


the periods of world war. The present paper provides a 
careful study of the available data. The age of the 
mother at birth, the order of birth, and the envi1onmental 
conditions may all be factors. Although data are 
numerous, official returns do not yet tabulate the sex 
ratio by birth order within each age group, so that a 
complete analysis is not practicable. Crew suggested 
that the sex ratio might be a useful index of social— 
economic conditions, and MacQueen thought a low 
male-female ratio might indicate that the health services 
needed improvement. The author, however, finds no 
evidence that the sex ratio is sensitive to fluctuations in 
social-economic conditions. Major Greenwood 


1560. Trends in Post-war Pathology. (Bonpocsi nocne- 
BOCHHOH 

M. Y. Arev. Menguuuna [Klin. Med., 
Mosk.] 26, No. 1, 7-16, 1948. 6 refs. 


A study was made of the incidence of several common 
medical conditions among the admissions to a Leningrad 
hospital during the years 1939-46 (figures for 1941 being 
omitted). Several interesting facts emerged. The in- 
cidence of hypertension rose enormously from 0-09% in 
1939 to a peak of 166% in 1945, but has since fallen 
somewhat. Nevertheless, the number of patients over 
50 years of age fell during the war years. On the 
other hand, the incidence of acute rheumatism fell 
sharply from 5% in 1939 to 0-16% in 1942, but is rising 
again. There was a high incidence of conditions asso- 
ciated with famine, such as famine oedema, in 1942, and 
a tendency has been noted in the post-war years to 
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recurrences of such conditions when the patient is under 
physical or emotional stress. Among all cases of pneu- 
monia, there was a greater proportion of bronchopneu- 
monia during the war; this trend is now showing a 
tendency to revert. S. S. B. Gilder 


1561. The Quaternary Ammonium Compounds in 
Sanitization 

E. C. McCuL.ocn, S. HAUGE, and H, MIGAKI. American 
Journal of Public Health [Amer. J. publ. Hith] 38, 493- 
503, April, 1948. 15 refs. 


The authors are investigating the quaternary am- 
monium compounds with a view to determining whether 
or not they can be utilized to disinfect equipment used 
in handling food and eating utensils. Before the investi- 
gation they compiled a series of 19 questions which 
they thought should be answered before an opinion 
could be expressed. Apparently in many cities and 
states of the U.S.A. these compounds are being con- 
stantly used, but approval of them has been withheld 
by local health officers until such time as an official pro- 
nouncement is made by the U.S. Public Health Service. 
More than 1,000 of these compounds have been pro- 
duced, and it would seem to be essential that each pack- 
age should state the chemical composition of the material, 
otherwise there would be no guarantee of the efficiency 
and suitability of the substance. Further there is great 
variation in the action of these compounds when they 
are applied under different conditions as regards type of 
water, temperature, pH, and to equipment and utensils 
which have been immersed in different kinds of food 
substances. Details are given of tests that have been 
carried out with “ hyamine 1622”. The authors find 
that these quaternary compounds do not afford such 
positive protection as the hypochlorites, and that they 
are inferior to hot water or steam. Finally they urge 
that the U.S. Public Health Service should continue its 
study on these products until such time as data can be 
collected that will enable an official recommendation to 
be made as to their suitability or otherwise for the 
purpose for which they are intended to be used. 

J. Smith 


1562. Some Factors Affecting the Properties of Quater- 
nary Ammonium Compounds as Sanitizers 

G. M. RIpENouR and E. H. ARMBRUSTER. American 
Journal of Public Health [Amer. J. publ. Hith| 38, 504- 
511, April, 1948. 8 figs., 23 refs. 


As increasing use is being made of the quaternary 
ammonium compounds in the treatment of food utensils 
and in the cleaning of dishes, and as some health authori- 
ties have been recommending and others discouraging 
their use, the School of Public Health of the University 
of Michigan, Ann Arbor, is investigating the action of 
these compounds, including: (1) relative efficiency of 
different compounds; (2) effect of organic matter, 
temperatures, hydrogen-ion concentration, and character 
of water; (3) relative resistance of different organisms; 
and (4) chemical methods of testing cationic concentra- 
tion. It has been found that certain of these com- 


pounds have marked disinfecting properties but there jg 
a wide variation in their effective actions. Their eff. 
ciency is greatly affected by temperature, hydrogen-ion 
concentration, organic matter, and the presence of cal. 
cium and magnesium in the water itself. Their bacteri. 
cidal action was tested against such human pathogens 
and non-pathogens as Salmonella typhi, Shigella dysen. 
teriae, Salmonella schottmiilleri, Staphylococcus aureus, 
and types of Bacterium coli. In general all these organ. 
isms showed the same degree of susceptibility, while 
such organisms as Pseudomonas pyocyanea and Serratia 
marcescens (Bacillus prodigiosus) were relatively much 
more resistant. Chemical methods are available for 
measuring the actual concentration of any of these 
substances, but this type of estimation is of limited value, 
as it does not at the same time assess the bactericidal 
value of a particular solution. The data so far accumv- 
lated indicates that these quaternary compounds are 
of definite value for disinfecting food utensils and 
dishes, but they must be employed in an _ intelligent 
manner and with a full knowledge of the limitations and 
range of action. J. Smith 


1563. Experimental Enterococcal Food Poisoning in Man 
A. G. OsLer, L. BUCHBINDER, and G.I. STEFFEN. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.] 67, 546-459, April, 
1948. 6 refs. 


Mild gastro-enteritis was produced within 48 hours in 
volunteers who had ingested food contaminated with 
Streptococcus faecalis. Only two of the four strains em- 
ployed proved to be toxic when 5-hour cultures were 
used; 20-hour cultures failed to produce symptoms. 

R. Salm 


1564. An Evaluation of Vaccination Against Epidemic 
Influenza in Man 

F. G. Brake. Bulletin of the New York Academy of 
Medicine [Bull. N.Y. Acad. Med.| 24, 308-328, May, 
1948. Bibliography. 
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1565. Industrial Hygiene Aspects of the Cemented 
Tungsten Carbide Industry 

L. T. FAIRHALL, H. T. CastBerG, N. J. CARROzzo, and 
H. P. BRINTON. Occupational Medicine [Occup. Med.]4, 
371-379, Oct.—Dec., 1947. 29 refs. 


This paper records a field investigation into the health 
of employees in the tungsten carbide industry. Cobalt 
is an aerial contaminant at all stages of cemented tungsten 
carbide manufacture, either as oxide or as metal. The 
dust content of air in powder-processes averaged 3-5 mg. 
per cubic metre, of which 4-1% was cobalt. The authors 
examined 1,802 workers, the median ages being 33-8 years 
for men and 24-4 years for women. Of the total 28% 
had worked for more than 6 years in tungsten carbide, 
and 57% between 2 and 5 years. In these workers there 
was an excessive incidence of disease of the upper 
respiratory tract and bronchopulmonary disease and 
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also of abnormal findings on physical examination of the 
conjunctivae. On x-ray examination 45 workers were 
found to have reinfection tuberculosis, a prevalence of 
tuberculosis of 2-5%. In 36 workers there were granular 
or conglomerate markings, but 64% of these workers had 
previously been employed in mining or in metal fabricat- 
ing industries. Haematology, tests for syphilis, and tests 
for albuminuria and glycosuria revealed no remarkable 
changes. The incidence of arteriosclerotic-hypertensive 
heart disease was favourable compared with other 
industries. K. M. A. Perry 


1566. Pneumonoconiosis Due to Talc in the Cosmetic 
Industry 

N. MILLMAN. Occupational Medicine [Occup. Med.] 4, 
391-394, Oct.—Dec., 1947. 1 fig., 2 refs. 


Pneumonoconiosis resulting from talc (asbestine and 
tremolite) has been fairly extensively reported in the 
literature as occurring in miners and millers. This 
paper, however, records only the second case reported 
as developing in a man working on the manufacture 
of talcum powder. He was aged 55, and had for 24 years 
been employed in the talcum-powder mixing room of two 
cosmetic factories. He complained of pain in the 
chest and weakness. He was slim and underweight but 
had no abnormal physical signs. X-ray examination 
of the chest revealed nodular densities ranging from 1 to 
3 mm. scattered throughout both lung fields and in both 
hilar regions, and a thickened pleura between the upper 
and middle lobes of the right lung. Dust counts showed 
16,000,000 particles per cubic foot (0-028 cubic metre) 
of air in the general room atmosphere, 236,000,000 when 
the mixing machine was being filled, 133,000,000 while 
the pulverizer was operating. The powder contained 
less than 0-5°% of free silica. The talc had added to it 
zinc stearate, “‘ osmo kaolin” chalk, and colouring. 

K. M. A. Perry 


1567. Clearing of X-ray Shadows in Welders’ Siderosis 
A. T. Doi and A. I. G. MCLAUGHLIN. Lancet [Lancet] 
1, 789-791, May 22, 1948. 19 refs. 


The authors first drew attention to welders’ siderosis 
in 1936 (Lancet, 1, 771). In the present paper they 
describe their findings when they re-examined 15 of the 
cases which were the subject of the earlier work. The 
literature which has followed that paper is briefly dis- 
cussed, including the only necropsy report available to 
date; pigment, giving Prussian-blue reaction, was found 
in the pulmonary lymphatics and lymph nodes of a 
welder, but no fibrosis in either. 

Of the 15 men re-examined 2 had left their employ- 
ment as welders; x-ray changes had been observed in 
both these men in 1936, but in 1945 the radiograph in 
1 case was normal and in the other the shadows had 
become less intense. Four men whose earlier radiographs 
had been abnormal were unchanged; they had continued 
work as welders, but remained clinically well. The radio- 
graphs in 2 cases were normal in 1936, but were classed 
as “suspicious”’ in 1945; 2 others which had been 
Suspect in 1936 now showed definite reticulation. In 
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the remaining 5 cases there were no abnormal x-ray 
changes in 1936 or 1945. None of the men had any 
clinical disability. 

The sputum has been shown to give the Prussian-blue 
reaction for 18 months after exposure to dust ceases, and 
it is concluded that much of the dust is removed from the 
lungs in the sputum. Several workers agree that the 
condition does not cause disability and should be 
classified as a benign pneumoconiosis. L. W. Hale 


1568. Effectiveness of Ultraviolet Irradiation of Under- 
ground Workers. 
o6ny4eHHA paboyHx) 

Z. D. GorkIn, Y. M. STANISLAVSKI, and R. Y. Govor- 
cHuK. Canutapusa [Gigiena] No. 3, 29-34, 
1948. 


The effect on health of ultraviolet light was studied in 
a group of 122 underground workers. The blood counts 
received particular attention, and it is stated that some 
authorities consider the increase in haemoglobin value 
and erythrocytes with altitude to be due, principally, to 
the increased amount of ultraviolet light to which the 
subject is exposed. Objectively and subjectively the 
workers exposed to ultraviolet light improved in tone, 
working capacity, and general well-being. There was a 
tendency to a rise in haemoglobin value with some in- 
crease in lymphocytes and monocytes, It is concluded 
that underground workers benefit from this _treat- 
ment. G. C. Pether 


1569. Boils and Infected Hands: An Epidemiological 
Investigation 

G. P. B. WHITWELL and I. SUTHERLAND. British Journal 
of Industrial Medicine [Brit. J. industr. Med.) 5, 88-92, 
April, 1948. 5 refs. 


The authors investigated the incidence of infected 
hands in three factories; in the first there were 93 cases, 
in the second 135, and in the third 234 per thousand 
workers. The increased incidence in two of the factories 
was attributed to the presence of a machine shop. In 
the first factory the incidence of boils and infected hands 
during 1943-7 was also determined. There had been a 
steady rise in the incidence of both these infections which 
was particularly noticeable in 1946-7. The proportion 
of severe cases appeared to increase with the rise in the 
total incidence. The authors were unable to find any 
local cause for the increase in numbers in recent years. 
There also seemed to be a seasonal increase in both types 
of cases, the peak incidence being in October and Novem- 
ber of each year. In an attempt to correlate the two 
types of infection the authors selected at random 111 
cases of infected hands during the period April, 1946, to 
January, 1947; 17 of these patients also had furunculosis 
and 12 of them had another hand infection. The 
authors consider that a carrier state was present in these 
29 patients [although the proof of this is not clearly 
demonstrated in their paper]. E. C. B. Butler 


For Toxicology, see Section Pharmacology, Abstracts 
1630-7. 
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1570. The Histology of the Hypophysial Stalk and 
Median Eminence in Man with Special Reference to Blood 
Vessels, Nerve Fibers and a Peculiar Neurovascular Zone 
in this Region 

J. D. Green. Anatomical Record [Anat. Rec.] 100, 
273-295, March, 1948. 18 figs., 31 refs. 


This work was undertaken to determine: (@) the limits 
of the human neuro-hypophysis; (6) the nature and 
degree of any regional differentiation in the organ; and 
(c) whether histological study of the blood vessels would 
indicate the direction of flow within them. 

Twenty-two normal human hypophyses obtained at 
necropsy were fixed, and most of them were serially 
sectioned and mounted entire. In 5 cases every tenth 
section was mounted, and in 1 case successive sections 
were stained by each of 3 different techniques. Material 
was impregnated by the Bodian method for 48 hours; 
300 ml. of 1% “* protargol ’’ was used for 20 slides, and 
to this amount of solution was added 10 g. of 20-gauge 
copper wire cut into inch (2-5 cm.) lengths. The copper 
is used repeatedly; a silver surface deposit improves its 

' action. Protein deposit must be completely removed 
from the wire before use. A preliminary decalcification 
of the tissues with a formic-acid and sodium citrate mix- 
ture is advised. Counterstaining with haematoxylin 
and eosin, or Masson’s stain, was used in most cases. 
As controls Penfield’s combined method, Cajal’s gold 
sublimate technique, Mallory’s phosphotungstic haema- 
toxylin, the Bielschowsky—Gros-Schultz stain, and the 
Romanes colloidal silver method were used. The 
following criteria were adopted to distinguish nerve 
fibres from non-nervous structures: (a) Nerve fibres 
must have sharply delimited edges and decrease in 
diameter after branching. (5) Fusiform swellings of 
fibrillar structure and “boutons de passage” near 
terminations are found on nerve fibres. (c) Endings 
should be traceable to undoubted nerve fibres. (d) End 
feet, looped endings, or elaborate claw-like arborizations 
were considered to be characteristic of nerve termina- 
tions. 

Comparative studies were also carried out on the 
macaque, cat, rat, dog, and armadillo. 

Two groups of superior hypophysial arteries arise from 
the circle of Willis: (a) The anterior group penetrate 

the pars tuberalis on the anterior aspect of the stalk just 
below the chiasma, enter the median eminence and neural 
stalk, and terminate in peculiar tufts of large-calibre 
capillaries. The blood from these tufts enters venules, 
which run as large-calibre portal vessels through the pars 
tuberalis to the pars distalis. These venules and the 
tufted vessels are each surrounded by an extensive col- 
lagenous sheath of connective tissue. Delicate nerve 

- fibres and many kinds of cells are found in these sheaths. 
Some cells resemble those of smooth muscle and others 
reticulo-endothelial cells, while others are unidentifiable. 


Anatomy 
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(b) The posterior group resemble those of the anterior 
group, but are smaller. They divide in a peculiar neuro. 
vascular zone on the posterior aspect of the neural stalk 
(in man, no trace of pars tuberalis tissue can be observed 
on the posterior aspect of the neural stalk or tuber ciner- 
eum), penetrate the upper end of. the stalk at right 
angles, and pass towards the hypophysis forming 
skeins of vessels, rather than tufts, in the stalk. The 
venous drainage from these skeins was thought to follow 
that from the tufts of the anterior vessels. 

The neuro-vascular zone lies on the posterior and upper 
aspect of the stalk. It is continuous with the pars 
tuberalis below and on either side, and above almost 
reaches the mammillary bodies. It is 0-5 to 1 mm. thick 
in the sagittal plane and. tapers towards the edges. It 
contains islands of glandular cells, and blood vessels 
surrounded by rich and complex plexuses of nerve fibres 
embedded in a collagenous-tissue sheath, often 4 to § 
times the thickness of the vessel wall. The arborizations 
of these nerve fibres within the neuro-vascular zone 
form patterns quite unlike those in the adjacent hypo- 
thalamus and neural stalk. Some nerve fibres leave the 
zone and blend with the tractus hypophyseus; most are 
distributed within the connective-tissue sheath where 
they terminate, sometimes as knob- or loop-shaped 
endings, frequently in relation with a smooth-muscle cell 
nucleus, sometimes by free endings or by claw-like or 
net-like endings in the connective tissue. No endings in 
relation to pituicytes could be identified. In the stalk 
itself most nerve fibres pass uninterruptedly from the 
tractus hypophyseus to the neural lobe. In the pars 
tuberalis nerve fibres are common: some are peri- 
vascular, others end in relation to cells and are possibly 
secretor-motor. No fibres were observed to enter the 
pars distalis. 

The histological findings support the view that the 
direction of blood flow in the hypophysio-portal vessels 
is downwards. The blood supply of the median eminence 
and neural stalk is independent both of that of the neural 
lobe and of that of the hypophysis, and forms a portal 
system which may be concerned in the control of the pars 
distalis. The specialized neuro-vascular zone could not 
be demonstrated in animals examined by the author. 


H. Hughes 


1571. Normal Variation of the Costochondral Junction 
J. Cowen. Archives of Pathology [Arch. Path.) 4, 
246-258, Feb., 1948. 4 figs., 15 refs. 


1572. The Volume of the Bronchial Tree at Various Levels 
and its Possible Physiologic Significance 
A. C. Hitpinc and D. Hitpinc. Annals of Otology, 
Rhinology and Laryngology {Ann. Otol., etc., St. Louis] 
57, 324-342, June, 1948. 6 figs., 6 refs. 
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Physiology and Biochemistry 


1573. Mode of Extension of Contrast Substances In- 
jected into Peripheral Nerves 

J. D. Frencu, W. H. Strain, and G. E. Jones. Journal 
of Neuropathology and Experimental Neurology [J. Neuro- 
path. exp. Neurol.| 7, 47-58, Jan., 1948. 7 figs., 18 refs. 


Radio-opaque substances were injected under varying 
measured pressures into the external popliteal nerves of 
rats, rabbits, and dogs, at the level of the popliteal space. 
Their spread peripherally and centrally was followed for 
varying times by radiography, and the exact situation of 
the substance was later studied microscopically by 
mixing carbon pigment with it. In some cases the 
penetration of the dye into the lumbar subarachnoid 
space was observed in animals subjected to laminectomy, 
and in some experiments radio-opaque and coloured 
media were injected under pressure into the lumbar 
cistern or nerve roots. 

The pressure required to produce a flow of fluid in the 
nerve was lowest in rats (48 mm. Hg), higher in rabbits 
(79 mm.), and highest in dogs (96 mm.). Much higher 
pressures were usually needed to drive the dye into the 
subarachnoid space. Here it appeared between the 
ventral and dorsal roots usually at the upper angle of the 
dural penetration. Under high pressures also (about 
200 mm.) the medium could sometimes be driven from 
the nerve roots or subarachnoid space backwards into 
the nerve. 

On histological examination the medium was always 
found in a similar situation in the nerves. At or near the 
point of injection it was in the middle of a nerve bundle 
in a cavity produced by displacement of nerve fibres. 
More centrally, some of the medium had reached the 
subperineurial area, and near the dorsal root ganglia it 
“became spread out in the dense perineurial trabecular 
interdigitations. Just distal to the dural penetration of 
the root the medium was mainly between the inner lamel- 
lations of the perineurium”. It always ‘‘ remained 
localized in a relatively small segment of the total nerve 
area”. There was no evidence that it passed up pre- 
formed channels, because no endothelial lining was seen 
round the spaces where it lay. J. G. Greenfield 


1574. Oximeter Control of Arterial Oxygen Saturation 
in Anoxemia Studies 

R. Penneys and C. B. Tuomas. Bulletin of the Johns 
Hopkins Hospital (Bull. Johns Hopk. Hosp. 82, 470-478, 
April, 1948. 32 refs. 


The most widely used method of studying the effects of 
anoxaemia electrocardiographically consists of making 
the subject inhale a mixture containing 10% oxygen for 
20 minutes and taking records during this period; with 
this method, however, there are marked physiological 
variations in the arterial oxygen saturation in different 
individuals and also in the same individual in different 


circumstances. Reports in the literature, which is 
reviewed, show that the oxygen saturation may vary 
from 50 to 85%. A method was therefore designed for 
keeping constant the degree of arterial oxygen saturation, 
as measured by the Millikan photo-electric automatically- 
compensated oximeter, which is attached to the intact 
ear and measures continuously the arterial oxygen 
saturation with an average accuracy of +3% (Rev. scient. 
Instrum., 1942, 13, 434). The gas mixture was ad- 
ministered by a Heidbrink anaesthesia apparatus, in 
which large tanks with pure oxygen and nitrogen were 
placed. The effect of 85, 80, and 75% arterial oxygen 
saturation on the electrocardiogram (including lead IVF) 
was investigated in 4 young healthy subjects. The lower 
level of 75% was chosen, since it is the approximate 
average degree of saturation resulting from the inhalation 
of 10% oxygen by the usual method, there is considerable 
cardiovascular stress at this point, and there is a safe 
margin before central nervous symptoms occur. It 
proved important to induce the anoxaemia smoothly, and 
about 2 minutes were necessary to reach a level of 85% 
and 3 to 4 minutes to attain that of 80 or 75%. In order 
to maintain a constant level of oxygen saturation it was 
necessary to make fine adjustments in the nitrogen flow 
frequently, but the technique proved easy. By far the 
most important factor, on which constancy of oxygen 
saturation depended, was that the subject was entirely 
at ease. None of the subjects had any symptoms when 
the arterial oxygen saturation was 85 or 80%, but at 75% 
one complained of acute headache and another started 
to perspire profusely. No changes of the kind found in 
coronary disease were encountered and there were no 
changes in blood pressure, pulse rate, or respiration rate. 
It is concluded that this method is considerably more 
accurate than the one currently used, in which the 
subject breathes a mixture containing 10% oxygen. 
A. Schott 


NUTRITION 


1575. Investigations in a Case of Post-operative Fistula 
of the Thoracic Duct. (Mdtét utani ductus thoracicus- 
sipoly és ezen alkalombol végzett egyidejG Ssszehason- 
lit6 vizsgalatok az emberi vérés nyirok k6zétt) 

Z. LaszLo, F. GyorGy, and R. A. Zsuzsa. Orvosok 
Lapja [Orv. Lapja] 4, 360-363, March 11, 1948. 2 figs., 
8 refs. 


In a case of fistula of the thoracic duct which developed 
2 days after operation for removal of a projectile from the 
left side of the neck the authors made simultaneous 
estimations in blood and lymph of sugar, calcium, and 
cholesterol levels, and of the prothrombin time. A sugar 
tolerance test showed that the rise in sugar content of the 
blood preceded its rise in the lymph by 10 minutes, but 
the sugar reached a much higher concentration in the 
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latter. A second dose of dextrose given after 90 minutes 
(Staub’s method) showed that the secondary peak in the 
blood was higher than the primary, whereas in the lymph 
it was lower. The interval between the beginning of the 
rise in sugar level in blood and that in lymph may be 
explained as due to an initial reflex mobilization of sugar 
from the depot in the liver; the later rise is normally 
produced and maintained in part by resorption and 
transport through the lymphatics into the blood stream. 
The steep further rise of the sugar in the lymph, when the 
blood sugar curve has assumed a plateau, would support 
such an assumption. The calcium level was higher in the 
blood (9:3 mg. per 100 ml.) than in the lymph (7 mg. per 
100 ml.); cholesterol levels were almost equal. In the 
lymph prothrombin time was prolonged but coagulation 
was accelerated. 

The fistula closed spontaneously after 2 to 3 litres of 
lymph a day had been lost through it for 4 days. The 
patient made a good recovery and a sugar tolerance test 
carried out 3 months later gave normal results. 

. Vilma Samet 


1576. Are Phospholipides Obligatory Participants in Fat 
Transport Across the Intestinal Wall? 

D. B. Zucversmit, I. L. CHAtkorr, and C. ENTENMAN. 
Journal of Biological Chemistry [J. biol. Chem.] 172, 637-— 
650, Feb., 1948. 24 refs. 


The use of relative specific activities of phospholipid 
phosphorus in isotopic studies for comparing phospho- 
lipid turnover under various experimental conditions is 
discussed. Phospholipid formation in the intestinal 
mucosa was estimated in dogs 6 hours after the intra- 
venous administration of radioactive phosphate. If the 
dogs were given 50 ml. of cream half an hour before the 
administration of the radioactive phosphate, no difference 
in phospholipid turnover could be demonstrated in any 
part of the intestinal mucosa in fasting or fat-fed dogs. 
Similar effects were obtained when the intestine was 
divided into two parts, in one of which active fat absorp- 
tion was proceeding. 

With peanut oil, cod-liver oil, and corn oil, a slight 
increase in phospholipid turnover was observed during 
fat absorption in rats. In these animals the radioactive 
phosphate was given intramuscularly or subcutaneously. 
The changes observed in the rats were, however, not suffi- 
cient to account for the use of phospholipid as an essen- 
tial intermediate in fat absorption. The authors con- 
clude that fat can pass through the intestinal wall without 
phospholipid being involved as an intermediate. 

[The methods used in these experiments for the assess- 
ment of fat absorption can be criticized. It is also clear 
that the absorption of oil alone is not strictly comparable 
with fat absorption under normal physiological condi- 
tions. The availability of choline and phosphate to the 
intestinal cell is considerably influenced by the dietary 
inclusion of these substances, and their exclusion may 
have a fundamental bearing on this problem. It is 
clear, however, that these points do not invalidate the 
carefully worded conclusion arrived at by the authors, 
which is entirely substantiated by the experimental data 
described.] A. C. Frazer 


PHYSIOLOGY AND BIOCHEMISTRY 


1577. Effect of Bile Preparations on Fat Absorption jp 
Bile Fistula Dogs 

J. R. HEERSMA and J. H. ANNEGERS. Proceedings of the 
Society for Experimental Biology and Medicine [Pro¢. 
Soc. exp. Biol., N. Y.] 67, 339-341, March, 1948. 16 refs, 


An investigation was made in 9 dogs of the effect on 
total fat excretion in faeces of: (a) cholecysto-nephro- 
stomy, and (5) the daily administration subsequently 
of various bile acids and bile preparations, in order to 
obtain direct evidence of the importance of these sub. 
stances for fat absorption in the intestine. The diet 
(proprietary dog meat with lard added) contained 36 g, 
total fat daily; each experiment lasted for 7 days. The 
bile preparations were mixed with the meals. After 
operation the faeces were free of urobilinogen and neither 
jaundice nor diarrhoea developed, although stools were 
bulky. After cholecysto-nephrostomy the mean fat 
excretion in faeces rose from 3 to 27:4 g. a day; the 
results show that the only bile preparation effective in 
reducing this steatorrhoea was fresh ox bile or the equi- 
valent weight of desiccated ox bile. An unexpected 
finding was the inactivity of desoxycholic acid, hitherto 
regarded as important in promoting intestinal fat absorp- 
tion; daily doses of 3 g. were given, the maximum amount 
tolerated by the dogs. No explanation is offered for the 
results, which are contrary to present beliefs about the 
role of the bile in fat absorption. Studies on 3 dogs were 
incomplete, because duodenal ulcer developed. [The 
effect of dog bile was not tried.] : 


TABLE [abridged and corrected] 


Faecal Fat Excretion in Bile Fistula Dogs 


Means of Changes from 
Faecal Fat Output of 
27-4 g./day on No-bile 
Regime 


+1-61 g. fat/day 
—3-:20 


Daily Regime 


3 g. Dehydrocholic acid 
3 g. Iron-pptd. ox bile ! 
3 g. Desoxycholic acid 
3 g. Desiccated ox bile ? 
6 g. Desiccated ox bile 


90 ml. Fresh ox bile * | 


' Contained 47% cholic acid and 48% desoxycholic acid. 
2 Contained about 50% cholic acid and undetermined 
desoxycholic acid. 


3 Equivalent to 6 g. desiccated ox bile. 
R. A. Gregory 


1578. The Effect of Vitamin A Deficiency Upon the 
Nitrogen Metabolism of the Rat 

E. F. Brown and A. F. MorGan. Journal of Nutrition 
[J. Nutrit.] 35, 425-438, April 10, 1948. 2 figs., 12 refs. 


It is known that deficiency of vitamin A in experimental 
animals is accompanied by a reduction in food intake. 
In the present study, a series of young rats and a series of 
adult rats from the same litters were divided into 3 groups 
—deprived of vitamin A, pair-fed, and full-fed—on 4 
diet containing 18% casein. Another series of young 


|_| 
rat: 
| die 
| unt 
of 
tha 
als 
nit 
nit: 
Th 
ess 
inc 
the 
pr 
In 
we 
gr 
ex 
fre 
tic 
pr 
ch 
te 
ar 
ex 
vi 
n 
I 
V 
tr 
E 
No. 
Com- 
Ir 
a 
: 
+0-14 
7 —1-47 d 
| 6 —7:50 n 
7 —14-90 tl 
a 
e 
g 
( 
t 
: t 
f 
4 


NUTRITION 


rats was divided into similar groups on a 22% casein 
diet. The nitrogen metabolism in all series was studied, 
until some or all of the vitamin-A deficient group had 
died. In the vitamin-A deficient young rats, the amount 
of growth per g. of nitrogen eaten declined to 65% of 
that in the pair-fed groups. In the former, there was 
also an increase in urinary nitrogen and decrease in 
nitrogen balance, with decrease in retention of food 
nitrogen (to 55 and 62%) as shown by carcass analysis. 
The partition of urinary nitrogen in these groups was 
essentially similar, except in the later periods, when the 
excretion of allantoin by the vitamin-A deficient groups 
increased. The vitamin-A deficiency had less effect upon 
the nitrogen retention of the young rats given the higher 
protein diet than upon those given the lower protein diet. 
In the adult series, weight changes and nitrogen balances 
were similar in the vitamin-A deficient and pair-fed 
groups; the urinary nitrogen partitions were similar 
except, as with the young rats, in the pre-mortal stage. 

It appears that the vitamin-A deficiency, as distinct 
from the accompanying inanition, decreased the utiliza- 
tion of nitrogen in the young growing rats without 
producing any appreciable change in the qualitative 
character of the nitrogen metabolism except in the 
terminal period. The nitrogen metabolism of the adult 
animals was not affected by the vitamin-A deficiency 
except in the terminal period. It is concluded that 
vitamin A is essential for the growth of tissue protein but 
not for its maintenance. Joseph Parness 


1579. Nitrogen Metabolism of the Normal and the 
Vitamin-A Deficient Rat as Affected by Thyroid Adminis- 
tration 

E. F. BRowN and A. F. MorGAN. Journal of Nutrition 
[J. Nutrit.] 35, 439-452, April 10, 1948. 1 fig., 20 refs. 


The authors refer to the conflicting results of numerous 
investigators on a possible relation between vitamin A 
and thyroid function, with particular reference to the 
questions: (a) whether or not vitamin A can reduce the 
high basal metabolic rate produced in rats given toxic 
doses of thyroxine, and (6) whether or not the require- 
ment of vitamin A is increased in hyperthyroidism. In 
the present study, young rats from 20 litters were placed 
at weaning on a purified diet containing 22% casein, and 
were grouped so that weight, sex, and litter origins were 
equally comparable in the 6 groups used. The diets 
given were: (1) normal, containing vitamin A; (2) nor- 
mal together with thyroid; (3) vitamin-A deficient; 
(4) vitamin-A_ deficient with thyroid; (5) pair-fed, 
together with vitamin A; (6) pair-fed, together with 
thyroid. The males and females of each group were 
Studied separately, so that 12 experimental groups were 
formed. The basal diet provided an ample amount of 
iodine. Cod-liver oil, yielding 100 i.u. of vitamin A 
per 100 g. of body weight daily, was given to the non- 
deficient rats. Desiccated thyroid (U.S.P.), 100 mg. per 
100 g. of body weight daily, was administered by mouth 
to the hyperthyroid groups. 

The authors summarize their results as follows: ‘* The 
utilization of nitrogen for growth was depressed by both 
the vitamin A deficiency and the thyroid treatment, more 


‘been a reduction in the requirement of the females. 
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severely in the females than the males, but there was no 
cumulative effect when the two conditions were present 
together. Instead, the use of protein by the deficient 
animals, as shown by increase in carcass nitrogen and by 
growth, was less affected by the thyroid than was that of 
their normal controls. Nitrogen retention during the 
later period of the deficiency was depressed by thyroid 
treatment in the fullfed and pairfed normal animals but 
improved in the deficient groups. There was little change 
in the ammonia or uric acid fraction of the urinary 
nitrogen in any case, but a small decrease in allantoin 
excretion was noted in the hyperthyroid rats which was 
less pronounced in the deficient groups. No increase in 
the vitamin A requirement resulted from this amount of 
thyroid treatment in either sex, but instead there may have 
No 
relationship is indicated therefore between total meta- 
bolism and vitamin A requirement as shown by nitrogen 
exchange ’”’. Joseph Parness 


1580. Influence of Vitamin E on Metabolism and on the 
Specific Dynamic Action of Protein in Normal Men. 
(Uber den Einfluss von Vitamin E auf den Gesamtstoff- 
wechsel und die spezifisch-dynamische Eiweisswirkung bei 
gesunden Menschen) 

P. BORMANN and H. A. HEINSEN. Deutsches Archiv fir 
Klinische Medizin (Dtsch. Arch. klin. Med.] 193, 157-169, 
1948. 17 refs. 


Administration by mouth daily of 60 mg. vitamin E 
to 8 healthy individuals (4 men and 4 women) resulted 
after 3 days in a distinct decrease in basal metabolism, 
this decrease continuing after cessation of ingestion until 
the rate reached —3% to —16:3%. Intramuscular 
injection of oily solutions had no definite effect. The 
specific dynamic action of meat (250 calories) was de- 
creased in 2 individuals receiving 60 mg. vitamin E 
daily for 3 days; in a third there was no decrease; in 
2 other patients with asthenia and loss of weight, possibly 
due to a pituitary anomaly, the specific dynamic effect, 
previously negative, rose to normal values. The action 
of vitamin E on metabolism may be useful in the treat- 
ment of thyrotoxicosis. Its mode of action, whether 
on the pituitary-hypothalamic system or on the muscles, 
is discussed. O. Neubauer 


1581. Studies in Vitamin A. 4. Spectrophotometric 
Determination of Vitamin A in Liver Oils. Correction for 
Irrelevant Absorption 

R. A. Morton and A. L. Stusss. Biochemical Journal 
[Biochem. J.] 42, 195-203,°1948. 5 figs., 13 refs. 


1582. The Absorption of Iron from Beef by Women 

F. A. JOHNSTON, R. FRENCHMAN, and E. D. BOROUGHS. 
Journal of Nutrition [J. Nutrit.] 35, 453-465, April 10, 
1948. 21 refs. 


Beef was chosen for the test food, as it is used com- 
monly in many diets and has a high iron content; further, 
most of the previous work had indicated that the iron 
of beef is well absorbed. The subjects were 5 young 
women, 18 years of age, who were in excellent health and — 
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had normal serum iron and haemoglobin values, and 
red cell counts. They received a basal diet containing 
7 mg. of iron (which was judged to be the lowest intake of 
iron which would cover their needs for the experimental 
period) and adequate in all other respects. For 2 weeks 
minor adjustments were made in the diet. During the 
next 8 weeks the adjusted basal diet was given. During 
the last 4 of the 8 weeks 200 g. of ground beef containing 
3-4 mg. of iron was added daily. Weekly collections of 
faeces were made, and weekly composites of the food were 
preserved for analysis. 

In order to offset the small amount of iron which 
might be “ picked up” by or secreted into the gastro- 
intestinal tract, the formula for absorption of iron from 
beef applied was: 


Tron in beef—faecal iron on beef diet—faecal iron on basal diet 
x 100 
Iron in beef 


On this basis, the amounts of iron absorbed from the 
beef were 32, 45, 58, 57, and 14%. Thus 4 out of 5 
subjects absorbed from one-third to over half the iron 
of the beef. Absorption from the diet as a whole may 
also be calculated, if the amount of iron “ picked up ” by 
or secreted into the gastro-intestinal tract is assumed to 
be negligible. In that case, on the 7 mg. daily intake 
amounts absorbed were 10, 5, 7, 11, and 20%, with a 
mean of 11%, and on the 10-4 mg. daily intake amounts 
were 18, 18, 23, 26, and 18%, with a mean of 21%. Thus 
the percentage of iron absorbed (food — faeces) was almost 
doubled by the addition of the beef. The amounts 
absorbed from beef in this study may be high because the 
subjects were young women still growing at a slow rate 
and ingesting an adequate diet. Another, more probable, 
interpretation is that the extra iron absorbed did not all 
come from the beef itself, but that absorption was aided 
by substances present in the beef and acting on the 
entire food mixture (such as sulphhydryl groups, tyrosine 
and tryptophan, pteroylglutamic acid, or Castle’s extrinsic 
factor, which—as shown by other investigators—can have 
effect on the reduction and absorption of iron). 
Joseph Parness 


1583. Nutritional Status of Children. V. Blood Serum 
Protein 

E. F. Beacn, A. P. HARRISON, M. LEsHER, M. KAUCHER, 
C. Roperuck, W. LAMEcK, and E. Z. Moyer. Journal 
of the American Dietetic Association [J. Amer. diet. Ass.] 
24, 405-409, May, 1948. 26 refs. 


Serum-protein concentration in several hundred 
children was determined by the method of Lowry and 
Hunter, in which the gradient tube principle is used for 
measurement of specific gravity. The results in 5 groups 
of healthy subjects, 2 to 18 years old, revealed no con- 
sistent relation to age, sex, colour, or season of the year. 
The mean values for the different groups fell within a 
range of 6-7 to 7-2 g. per 100 ml.; the mean of all fasting 
values was 7-0 g. per 100 ml.; all but 5 of 390 subjects had 
levels between 6-0 and 8-6 g. per 100 ml. It is noted 
that the significance of these results (in relation to 
protein starvation and nutritional oedema) may be con- 
siderably offset by: (a) the different relative levels and the 
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different osmotic values of the serum-albumin and the 
serum-globulin fractions, and (5) the possible maskj 

of reduction in serum-protein concentration by cop. 
comitant reduction in total blood volume. Reference js 


made to modern methods for the separation of serum 
protein into its albumin and globulin fractions, and to 
studies of total blood volume in relation to total protein 
concentration in the serum. 


Joseph Parness 


1584. Nutritional Status of Children. VI. Blood Serum 
Vitamin A and Carotenoids 

A. RosiNson, M. LesHer, A. P. HARRISON, E. Z. Moyer, 
M. C. Gresock, and C. SAUNDERS. Journal of the 
American Dietetic Association [J. Amer. diet. Ass.] 2A, 
410-416, May, 1948. 39 refs. 


Five groups of healthy subjects, 2 to 18 years old, in the 
care of various Michigan agencies, differed markedly in 
serum concentration of carotenoids, suggesting differences 
in dietary patterns. Improved environment and diet at 
a holiday camp resulted in a rise in concentration of. 
carotenoids—from an average of 137 yg. per 100 mi. 
early in a 6-week period to 168 zg. per 100 ml. at the end 
of the period. It is noted that, inasmuch as carotene is 
thought to be effective only after its conversion to vitamin 
A, there is no basis for judging the adequacy of serum 
concentration of carotenoids. The group averages for 
serum concentration of vitamin A tended to be more 
uniform than those for carotenoids. A nearly similar 
rise in vitamin-A level was observed in response to 
improved conditions during a 6-week period at a holiday 
camp; 42% of the children had initial levels below 30 pg. 
per 100 ml., but only 27% of the final values were at or 
below this level. A seasonal difference was evident for 
vitamin A, with higher levels in autumn than spring, 
despite routine supplementation with cod-liver oil in 
nearly all subjects. It is considered that winter may bea 
period of considerably lowered intake of vitamin A for 
individuals who depend upon carotene for a large part of 
their vitamin A. . Joseph Parness 


1585. The Effect of Dietary Fat on Fecal Fat Excretion 
and Subjective Symptoms in Man 

J. H. ANNeGERS, J. H. BourweLi, and A. C. Ivy. 
Gastroenterology [Gastroenterology] 10, 486-495, March, 
1948. 20 refs. 


Experiments on 40 normal subjects are described. 
Groups of subjects received diets containing different 
quantities of fat. The faeces were collected for 5 days, 
and the 5-day specimens were examined by a wet and a 
dry extraction method. The results obtained by these 
two methods did not differ significantly. Neither the 
quantity nor the type of fat ingested influenced the 
quantity of fat excreted in the faeces. The free fatty 
acid in the faecal samples was not significantly altered 
by varying quantities of lard, but was decreased when the 
hydrogenated vegetable-oil content of the diet was raised. 
The iodine number of the faecal fat was significantly 
altered by the type and amount of dietary fat. The 
statistical analysis of the results suggests that long periods 
are more satisfactory for fat-balance tests than shorter 
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periods. [This is, of course, generally agreed, although 
a 5-day test can be considerably improved if there is a 
longer preparatory period on a standard diet before the 
collecting period begins.] The authors criticize the use 
of fat-balance studies in normal subjects as a means of 
studying the digestibility of dietary fats. [This criticism 
is not valid when comparisons are made on a fixed fat 
intake or when the fat balance technique is used in human 
subjects with defective fat absorption.] A. C. Frazer 


1586. Influence of Low-protein Diet and of the Addition 
of Choline and Cholesterol on the Level of Fat in the 
Blood. (Influencia de la dieta oligoproteica y de las 
adiciones de colina y colesterina sobre la lipidemia) 

H. CastROo-MENDOZzA, C, JIMENEZ Diaz and F. VIvANCO. 
Revista Clinica Espatiola [Rev. clin. esp.] 27, 176-181, 
Nov. 15, 1947. 1 fig., 11 refs. 


Unspecified experimental animals were given a stan- 
dard diet with low protein and choline content which was 
supplemented by different types of fat, or of cholesterol 
or choline. Examination of the blood showed a hyper- 
lipaemia, mainly affecting the phospholipid and 
cholesterol fractions. The addition of further cholesterol 
enhanced this effect. Choline was ineffective in re- 
ducing this hyperlipaemia. The authors attribute the 
hyperlipaemia to increased mobilization, but suggest 
[quite rightly] that further investigation is required. 

[It is difficult to assess the significance of the figures 
quoted, since they do not appear to have been subjected 
to the usual statistical procedures. A number of addi- 
tional control groups and a more detailed study of the 
absorption aspects of the problem might help in arriving 
at some interpretation of these experiments.] 

A. C. Frazer 


1587. The Effects of Corn Oil and Olive Oil on the Blood 
Sugar and Rectal Temperature of Rabbits 

E. F. STOHLMAN. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.| 93, 346-350, July, 
1948. 10 refs. 
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1588. Fructose and Fructolysis in Semen in Relation to 
Fertility 

T. MANN. Lancet [Lancet] 1, 446-448, March 20, 1948. 
2 figs., 28 refs. 


Fructose, secreted by the seminal vesicles and accessory 
glands, is present in the seminal fluid of man, bulls, 
horses, and other mammals. Its function is probably to 
act as a source of nourishment for the spermatozoa. To 
estimate the fructose and fructolysis in bull’s semen 0-2 
ml. of 0-25 molar phosphate buffer of pH 7-4 is added to 
0-4 ml. of fresh semen in a narrow glass tube; 0-1 ml. of 
the mixture is withdrawn and freed from protein by 
addition of 1-9 ml. of water, 1 ml. of 2% zinc sulphate, 
and | ml. of 0-1 N sodium hydroxide, heating for 1 minute 
in boiling water, and filtering. The rest of the buffered 
semen is incubated at 35° to 37° C., 0-1-ml. samples being 
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withdrawn and freed from protein hourly for 3 hours. 
Four standard tubes containing 0-2 mg., 0-1 mg., 0-05 
mg., and 0-025 mg. of pure fructose in 1 ml. are prepared. 
To each of these are added 0-5 ml. of 2% zinc sulphate 
and 0-5 ml. of 0-1 N NaOH. The fructose is estimated ~ 
colorimetrically after addition of 2 ml. of 0-1% alcoholic 
solution of resorcinol and 6 ml. of 30% HCI to each tube, 
heating for 10 minutes at 80° to 85° C., and cooling. The 
level of seminal fructose depends on the functional 
activity of the accessory glands, controlled by the 
testicular hormone. Low levels of fructose often 
coincide with poor quality spermatozoa, but high levels 
may occur even in azoospermia. Fructose disappears 
from semen incubated in vitro, being broken down to 
lactic acid. Azoospermic semen cannot utilize fructose, 
and the rate of fructolysis is reduced in subfertile animals. 
Survival of spermatozoa in vitro depends largely on 
fructolysis. This is particularly important in semen 
stored for artificial insemination. R. Barer 


1589. The Renal Excretion of Potassium 

G. H. Mupag, J. Fou.ks, and A. GILMAN. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 67, 545-547, April, 1948. 
7 refs. 


The authors, working at Columbia University, set out 
to show that tubular secretion of potassium occurs. 
Using dogs lightly anaesthetized with pentobarbital 
they determined glomerular filtration rates for creatinine 
and thiosulphate. They found that, with a urea diuresis, 
potassium clearances were 5 to 10% above creatinine 
clearances and, at a diuresis with minute volumes of ~ 
18 to 35 ml., clearances were as much as 80 to 90% above 
creatinine clearances. The effect of alkalosis was 
studied in dogs receiving potassium chloride by intra- 
venous infusion; in these animals potassium clearances 
were greater than the filtration rates. It is concluded 
that tubular secretion of potassium does occur. 

G. Loewi 


1590. Renal Tubular Secretion of Potassium in the 
Normal Dog 

R. W. BERLINER and T. J. KENNEDY. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 67, 542-545, April, 1948. 5 refs. 


The authors, working at Goldwater Memorial Hospital, 
New York, observed that dogs given “ salyrgan” 
maintained a constant excretion of potassium, despite 
differences in calculated glomerular excretion. To eluci- 
date this further the authors experimented on 4 un- 
anaesthetized dogs. Creatinine and inulin clearances 
were used as measures of glomerular filtration rate. 
The amount of potassium filtered was calculated as the 
product of creatinine clearance and plasma potassium. 
It was then shown that with administration of salyrgan 
and hypertonic potassium chloride infusion, the excreted 
potassium exceeded that “filtered” by 25%, and the 
ratio of excreted to “ filtered ’’ potassium varied between 
1-15 and 1-33 in 9 successive clearance periods. 

G. Loewi 
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Pharmacology, and Therapeutics 


1591. The Local Anesthetic Properties of Amidone 
(Dolophine) 

F, G. Everett. Anesthesiology [Anesthesiology] 9, 
115-120, March, 1948. 1 fig., 12 refs. 


“Amidone”’ (6-dimethylamino-4,4-diphenyl-3-hep- 
tanone) was discovered in Germany by the same team 
which introduced demerol (pethidine, meperidine, iso- 
nipecaine). Amidone and demerol are structurally 
related and have similar pharmacological properties. 
It has been shown by Way that demerol has a local 
analgesic action. This paper reports an investigation 
into the local analgesic properties of amidone. The drug 
was applied to the surface of the rabbit’s cornea and 
injected intradermally into human beings, the effect 
in each case being compared with that of cocaine. Ami- 
done was found to have a strong local analgesic action, 
which lasted about as long as that of cocaine. Both 
amidone and demerol, however, were found to be far too 
irritant for practical use. Ronald Woolmer 


1592. The Action of Procaine, Salicylate and Benzoate of 
Sodium on the Excitability of Skeletal Muscle and of 
Nerve 

T. SOLLMANN and J. J. EstTABLeE. Anesthesiology 
[Anesthesiology] 9, 188-194, March, 1948. 6 refs. 


In these experiments procaine did not prolong the 
survival time of isolated frog’s nerve and muscle; its 
action was reversible only within fairly narrow limits. 
Skeletal muscle, like nerve tissue, is depressed by procaine, 
and, to a lesser extent, by sodium salicylate and sodium 
benzoate. The action appears to be one of general 
protoplasmic depression. In excised nerve-muscle 
preparations immersed in Ringer’s solution at approx- 
imately 0° C., the survival time was shortened by all 
concentrations of procaine and the speed and quality 
of depression of both nerve and muscle increased with 
the concentration used, while reversibility by transfer 
to Ringer’s solution containing no procaine varied 
inversely with the concentration of, and time of exposure 
to, the drug. Only partial recovery occurred after im- 
mersion for 1 day in 1 in 1,000 procaine, and none after 
4 days’ immersion. To test the degree of depression of 
muscle in the living animal, solutions were injected into a 
rabbit’s ligated femoral artery; results similar to those 
for nerve tissue were obtained, the efficacy in order of 
potency being: procaine, salicylate, benzoate. In 
guinea-pigs, a “‘ pseudo-hernia’’ appears in the ab- 
dominal wall because of depression of muscular tone 
by local subcutaneous injection of analgesic; a pseudo- 
hernia was produced by injecting 3 ml. of 1% procaine; 
in 50 minutes the rectus was exposed, and stimulation 
with the secondary coil produced a response at 8 cm., but 
not at 10 cm. (normal 12 cm.). After 24 hours the coil 
at 12 cm. produced a sensory response, but no local 
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twitch; therefore, procaine seems to depress muscle 
response directly. Salicylate and benzoate gave similar 
results. 

In other forms of analgesia (infiltration, outer canthus, 
endodermal (human), and conjunctival) the potency jg 
in the order: procaine, salicylate, benzoate. A 2% 
salicylate solution gives satisfactory analgesia, but js 
irritant; benzoate and quinones are not potent enough to 
be of value. In the living animal, the action of 5% pro- 
caine was reversible even after its application to the 
exposed sciatic nerve, with addition of adrenaline to 
produce prolonged ischaemia, although anaesthesia was 
prolonged; thus procaine has a large margin of safety in 
the living organism. D. D. C. Howat 


1593. Acute Vascular Tolerance to Morphine, Isonipe- 
caine (Demerol), and Methadon (Amidone) in the Dog 

F. E. SHIDEMAN and H. T. JOHNSON. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.) 92, 
414-420, April, 1948. 7 figs., 8 refs. 


Morphine, pethidine (demerol, isonipecaine), or 
amidone (‘* physeptone’’) was given intravenously to 
dogs in doses of 2, 5, and 2 mg. per kg. respectively. 
In each case the drug caused an acute fall in blood pres- 
sure lasting for 2 to 5 minutes, followed by a period of 
gradual recovery lasting for 30 to 180 minutes. Further 
doses were given when blood pressure had returned to 
normal. The depressor effect of morphine disappeared 
after about 4 doses. Tolerance to pethidine was only 
partial after 7 doses; tolerance to amidone developed 
after 2 doses as far as the prolonged hypotension was 
concerned but the early acute fall in blood pressure was 
still produced. Dogs which developed tolerance to 
morphine had a partial tolerance to pethidine but none 
to amidone. Repeated injections of pethidine caused no 
tolerance to morphine in dogs under barbiturates, but 
abolished the prolonged hypotension caused by a first 
dose of amidone. Amidone does not cause tolerance to 
morphine or pethidine. When local analgesia was used, 
some tolerance to morphine was conferred by pethidine. 

V. J. Woolley 


1594. Respiratory, Electroencephalographic, and Blood 
Gas Changes in Progressive Barbiturate Narcosis in Dogs 
R. L. SWANK and J. M. Fotey. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 92, 381- 
396, April, 1948. 5 figs., 21 refs. 


Electroencephalographic observations, studies of 
respiration, and estimations of blodd gases were made on 
dogs, which were given intravenously equal doses of 
sodium ‘“ amytal”’ between groups of records. AS 
narcosis increased the values obtained gradually altered 
so that an estimate of the depth of narcosis could be 
easily made. The final stage of very deep narcosis is 
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" characterized by an absence of electrical changes in the 
brain and a failure to respond to 10% carbon dioxide, 
and it is suggested that the respiratory centre in bar- 
biturate poisoning is stimulated more by oxygen lack 
than by carbon dioxide excess. The effects of various 
analeptics were also examined. The most potent was 
picrotoxin but, when narcosis was so deep that ad- 
ministration of 10% oxygen and sensory stimulation had 
no effect, picrotoxin also failed to stimulate. Response 
to 10% carbon dioxide ceased earlier. Administration 
of pure oxygen decreases depression due to barbiturates; 
this effect is demonstrable by studies of reflex action and 
electrical activity of the brain. V. J. Woolley 


1595. Mode of Action of ‘‘ Atophan” (Cincophen). 
(Sul meccanismo d’azione dell’atophan. (Azione dell’- 
atophan sodico sul ponfo istaminico)) 

L. p’AGosTINO. Archivio per le Scienze Mediche 
[Arch. Sci. med.] 85, 26-36, Jan., 1948. 29 refs. 


This investigation is based on the hypothesis, advanced 
by Chini and Castorina, that histamine, or at least a 
histamine-like substance, plays an important part in the 
pathogenesis of an attack of gout. The author therefore 
carried out an investigation of ‘‘ atophan ”’ (cincophen) 
for an antihistaminic action; 19 tests were carried out 
on 11 normal subjects free from any inflammatory 
condition and afebrile. In the case of women the 
menstrual period was avoided. On one day histamine 
alone (0-15 ml. of 1 in 1,000 solution) was injected intra- 
dermally on the volar aspect of the forearm or the middle 
third of the thigh, and an accurate measurement was 
made of both the central vesicle and the surrounding 
zone of erythema. Three days later this injection was 
repeated, but 15 to 60 minutes earlier an intravenous 
injection of atophan was given in 25% solution at pH 7-7, 
the dose injected varying from 0-5 to 1-25 g. of the pure 
substance. In 14 out of the 19 experiments the intensity 
and duration of both the central vesicle and the halo of 
erythema were modified by the intravenous atophan, 
0-5 g. being as effective as any larger dose. The author 
concludes that the experiments disprove the theory of 
the older writers that the action of atophan is solely 
antipyretic. The results confirm the hypothesis of 
Eppinger that the anti-inflammatory effects of pyrazolone 
derivatives are due to their power of rendering im- 
permeable those capillary walls which have been made 
permeable by the inflammatory process. This effect may 
be direct, or indirect by reduction of the amount of uric 
acid in the tissues. G. Lorriman 


1596. Biochemical Studies of Salicylic Acid and a Series 
of its Derivatives 

G. J. Martin and S. Byers. American Journal of 
Digestive Diseases [Amer. J. digest. Dis.] 15, 127-131, 
April, 1948. 6 figs., 17 refs. 


This is a study of the levels of salicylate in rabbit 
blood after the administration of various salicylate 


derivatives. The Folin method of salicylate estimation 
‘was discarded, since it does not permit differentiation 


463 


between salicylic alcohol and the corresponding acid and 
the aldehyde. The carbon tetrachloride method of 
Brodie, Udenfriend, and Coburn was used. Salicylic 
acid and salicylamide are the only compounds which 
give the ferric chloride reaction in this method, because 
salicylaldehyde, saligenin (salicyl alcohol), and acetyl- 
salicylate are all retained in the carbon tetrachloride 
layer. The results demonstrate that intravenous sali- 
genin is rapidly oxidized and gives rise to blood levels 
roughly comparable to those after injection of salicylic 
acid. The duration of significant blood levels (30 mg. 
per 100 ml.) is similar. The oxidation does not occur in 
the blood stream, but presumably in the liver. The 
administration of mixtures of saligenin and salicylic 
acid does not materially alter the blood levels obtained. 
Acetylsalicylaldehyde administration produces a low 
blood level (5 mg. per 100 ml.), which persists for 8 hours. 
After salicyoyl-8-alanide had been given orally (1 g. 
and 1-8 g.) no salicylate was found in any blood samples 
taken up to 22 hours after administration. After nico- 
tinyl salicylate (100 mg. per kilo) had been given orally 
the blood levels of 4 mg. per 100 ml. were found even 
after 40 hours. Acetylsaligenin, disalicylic acid ester 
of succinic acid, and acetylsalicylaldehyde diacetate gave 
low and poorly maintained salicylic acid levels in the 
blood. It is suggested that these compounds do not 
merit further study. J. Dawson 


1597. Determination of the Therapeutic, Irregularity, and 
Lethal Doses of Cardiac Glycosides in the Heart—Lung 
Preparation of the Dog 

A. FarRAH and G. MaresH. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 92, 32-42, 
Jan., 1948. 4 figs., 16 refs. 


On the heart-lung preparation of the dog, the action of 
digitoxin, g-strophanthin, “‘ digoxin,”’, oleandrin, and 
lanatosid-B was studied. The following criteria were 
used to establish therapeutic, “‘ irregularity ’, and lethal 
doses. 

The therapeutic dose is defined as that which just 
produces a fall in auricular pressure, with constant 
venous supply and no change in cardiac rate. The 
irregularity dose is that which just produces cardiac 
irregularity, with a rise in auricular pressure and heart 
rate and decrease in left ventricular output. The lethal 
dose is that which produces ventricular fibrillation. 
These doses of the 5 glycosides were determined in 
a heart-lung preparation in which failure had been caused 
by an injection of pentobarbital. The rate of infusion 
of the drug was an important factor in determining the 
dosages. On a molar basis, the potency of the drugs 
(as regards therapeutic and toxic action) decreases in the 
order: g-strophanthin, digoxin, digitoxin, oleandrin, 
and lanatosid-B. These findings differ from results in 
the intact cat. It is not known whether this is the result 
of a species difference between cat and dog or is simply 
a reflection of the altered reactivity of the isolated tissues. 
The average ratio of the therapeutic to irregularity and 
toxic doses is the same for all the drugs. The thera- 
peutic dose is 15%, and the irregularity dose about 60%, 
of the lethal dose. J.D. Judah 
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1598. Determination of Cumulative Effect and Elimina- 
tion of Cardiac Glycosides by Infusion Tests. [In 
English] 
G. Ostunc. Acta Pharmacologica et Toxicologica 
{Acta pharmacol., Kbh.] 3, 275-290, 1947. 5 figs., 
49 refs. 


A study has been made of the toxicity of cardiac glyco- 
sides following the continuous intravenous infusion at 
different rates into guinea-pigs which had previously been 
anaesthetized with urethane, and which received arti- 
ficial respiration during the test. From the lethal doses 
obtained, so-called infusion curves were plotted. The 
author used crystalline g-strophanthin for his investiga- 
tions, but has also reviewed and plotted data obtained by 
a number of workers with other cardiac glycosides. 

At first the lethal dosage became larger as the period 
of infusion was increased, but after 150 minutes it became 
constant. The tests indicated that’ death occurs in 
different ways following rapid or slow infusions, and other 
factors besides elimination appear to be important for 
the course of the infusion curve. Variations in the size 
of the lethal dose at different infusion speeds were appar- 
ently caused not only by the rate of elimination but also 
by the toxic effects of the glycosides. The author suggests 
that both elimination and toxicity are due to biochemical 
reactions in the organism, and when the infusion speed is 
altered the rate of these reactions is also changed. 

G. F. Somers 


1599. Onthe Pharmacology of Hexaethyl Tetraphosphate 
C. Dayrit, C. H. MAnry, and M. H. Seevers. Journal 
of Pharmacology and Experimental Therapeutics [J. 
Pharmacol.] 92, 173-186, Feb., 1948. 4 figs., 8 refs. 


Hexaethyl tetraphosphate (HETP) is a viscid liquid, 
freely miscible with water. Earlier work has shown that 
animals injected with this drug exhibited symptoms 
similar to those produced by diisopropyl fluorophos- 
phonate (DFP); these symptoms could be explained by a 
cholinesterase-inhibiting action. The pharmacology of 
HETP was therefore studied completely on various species 
of animal. Intact non-anaesthetized dogs were given 
varying doses of HETP by the intravenous and intra- 
muscular routes, some receiving 1 dose whilst others had 
repeated doses. The muscarinic effects were clearly 
shown with doses of 0-1 to 0-4 mg. per kilo intravenously, 
while with 0-8 mg. per kilo or more the nicotinic effects 
and convulsions were prominent. The actions were of 
brief duration, and animals which survived the first 
2 hours after injection eventually recovered. In 7 dogs 
to which a second injection was given 24 hours after the 
first dose additive effects were produced. Death was 
caused by respiratory failure from marked broncho- 
constriction and increased bronchial secretion. Atropine 
in doses of 0-1 mg. per kilo was an effective antidote, and 
animals so protected were able to tolerate several lethal 
doses. Both the vasodepressor and, after atropinization, 
the vasopressor actions of acetylcholine were potentiated 
by HETP. The LD 50 of HETP in albino mice by 
intraperitoneal administration was 6-1 mg. per kilo. 
Atropine sulphate, in 1% solution instilled locally, was 


an effective antagonist to HETP miosis in rabbits, whic, 
was always of brief duration only. Several dogs wep 
used to show that HETP had a potent anticholinesterag 
action. Jn vitro, the inhibition of cholinesterase appeared 
to be largely irreversible, although the in vivo expe. 
ments gave results which indicated that there was a fairly 
significant labile component which followed the liberation 
of sufficient cholinesterase to enable the animal to recover 
within a short time. G. B. West 


1600. Mechanism of the Vasoconstrictor Action 
Ephedrine. I. Arterial Contraction before and afte 
Local Anesthesia. [In English] 

G.C. BRUN. Acta Pharmacologica et Toxicologica [Act 
pPharmaco]., Kbh.] 3, 225-238, 1947. 6 figs., 21 refs. 


The vasoconstrictor actions of ephedrine on th 
arteries in the mesentery, omentum, and the muscles of 
the abdominal wall have been studied by direct observa. 
tion. Rats anaesthetized with urethane were placed in 
Ringer’s solution at 38° C. so that only the head remained 
above the solution, and the arteries were observed through 
a Leitz microscope, the diameter of the vessels being 
measured. The drugs were injected into the Ringer’ 
solution at the site of the measurements by means of two 
cannulae connected to micro-syringes and attached to 
the immersion end of the objective. It was observed that 
the mesenteric arteries of rats showed slight spontaneous 
contractions, which were considerably increased by 
local application of adrenaline and ephedrine, and wer 
not inhibited when the arteries were previously anaes 
thetized with “ nupercaine’’. In the arteries of the ab 
dominal muscles there were rather pronounced 
spontaneous contractions, the strength and rate of which 
were increased by local application of adrenaline but 
which were suppressed with ephedrine and when the 
arteries were anaesthetized with nupercaine. | It is con 
cluded that ephedrine has a direct vasoconstrictor action. 

G. F. Somers 


1601. Mechanism of the Vasoconstrictor Action of 
Ephedrine. II. Interaction Between Ephedrine and 
Adrenaline. [In English] 

G. C. Brun. Acta Pharmacologica et Toxicologiea 
[Acta pharmacol., Kbh.] 3, 239-251, 1947. 8 figs., 5 refs. 


Since the previous study (see Abstract 1600) of the 
action of ephedrine on the arterial musculature did not 
exclude the possibility that ephedrine might also ac 
indirectly by inhibiting the destruction of adrenaline, 
experiments were carried out on the effect of adrenaline 
before and after the arteries had been exposed to varying 
doses of ephedrine. Adrenaline was either injected 
intravenously or applied directly to the site of the 
observations. 

The experiment showed that local application of larg 
doses of ephedrine inhibited the vasoconstrictor action of 
intravenously injected -adrenaline on the omental, 
mesenteric, and muscle arteries. Small doses of ephedrine 
generally had no effect, but an intensified reaction 
appeared in 2 cases. The muscle arteries were mor 
sensitive to ephedrine and also in some cases to adrene 
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line. It was confirmed that ephedrine had a direct 
vasoconstrictor action, since arteries which did not 
respond to moderate or large doses of ephedrine did 
contract when the dose was further increased. The 
hypothesis suggested by other workers (using perfusion 
methods) that ephedrine interferes with an adrenaline- 
splitting enzyme was therefore not confirmed. The 
contrary findings may be due to the different methods 
employed. G. F. Somers 


1602. Effect of Desoxycorticosterone and Antihistaminic 
Drugs on Histamine Shock in the Adrenalectomized 
Guinea-pig. (Die Beeinflussung des Histaminschockes 
durch Desoxycorticosteron und Antihistaminica am 
nebennierenlosen Meerschweinchen) 

F. Gross. Helvetica Physiologica et Pharmacologica 
Acta [Helv. physiol. pharmacol. Acta).6, 114-121, 1948. 
3 figs., 20 refs. 


The adrenals of guinea-pigs were removed in two ses- 
sions. After removal of the second gland, the animals 
were kept alive by the subcutaneous injection of 25 mg. 
of a suspension of desoxycorticosterone crystals, the dose 
being repeated after 5 to 6 weeks. Altogether 52 animals 
were operated upon, with a mortality of 15 to 20% 
within the first week after complete adrenalectomy. 
Histamine given as a 2% aerosol caused dyspnoea and 
later coma. , At this stage, the animals were removed 
from the bell-jar in which they had been kept and they 
usually recovered. Additional doses of desoxycorti- 
costerone acetate (25 mg. per kg.) given 1 hour before the 
histamine did not prevent the development of broncho- 


spasm in adrenalectomized animals, but 0-003 g. of 


“ antistin ’’ per kg. had this effect. Desoxycorticosterone 
in oily or watery solution (10 mg. per kg.) did not prevent 
the bronchospasm caused by histamine aerosol in normal 
animals. H. Herxheimer 


1603. Inhibition of the Cholinesterase Activity of 
Human Blood Plasma and Erythrocyte Stromata by 
Alkylated Phosphorus Compounds 

R. W. BRAvER. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.] 92, 162-172, Feb., 
1948. 1 fig., 10 refs. 


Several phosphate esters have been found to be 
potent inhibitors of certain ester-splitting enzymes, and 
further work has been reported on tetraethyl pyrophos- 
phate (TEPP) and hexaethyl tetraphosphate (HETP). 
The enzyme preparations used for these studies in vitro 
were purified human plasma esterase and human ery- 
throcyte stromata prepared by hypotonic haemolysis and 
washed to remove all but traces of haemoglobin. Cholin- 
esterase activity was determined manometrically. As in 
the case of diisopropyl fluorophosphonate, plasma 
esterase was much more sensitive to the action of TEPP 
than was the erythrocyte enzyme. In order to establish 
whether the inactivation of plasma esterase by TEPP can 
be reversed by removing the inhibitor, two tests were 
applied: (1) When the plasma esterase was partially 
inactivated by TEPP and the resulting solution permitted 
to stand for long periods (to remove the inhibitor activity), 

M—2H 
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little or no recovery of esterase activity was demonstrated. 
(2) The dialysis of enzyme solution containing the 
inhibitor against a large volume of inhibitor-free enzyme 
resulted in no redistribution of the inhibitor and no 
reactivation of the esterase. Under the conditions of 
this study, the esterase inhibition was irreversible, both 
enzyme and inhibitor being inactivated. A _ similar 
conclusion was reached with HETP. Esterase, denatured 
by alcohol, acid, or heat, did not inactivate the com- 
pounds. Several other pure proteins behaved like 
denatured esterase in this respect, while fractions con- 
taining high globulin concentrations showed some 
ability to inactivate TEPP, although less than the main 
esterase-bearing fractions. 

HETP containing P** was prepared by allowing 1 mol. 
of P**,0, to react with 2 mols of OP(OC,H;)3 at 55° C. 
for 120 minutes, then at 100° C. for another 60 minutes. 
The compound was dissolved to give 50 ml. of 0-1% solu- 
tion in absolute alcohol and, upon interaction with 
plasma esterase, it was found that no P*? was present in 
the protein precipitated by alcohol, or in the precipitate 
or the supernatant of such preparations after dialysis. 
The tests showed that a stable compound between the 
enzyme and a phosphorus-containing moiety of the 
inhibitor was not formed. In the series of alkylated 
phosphorus compounds tested in vitro for their esterase- 
inhibiting effects the grouping P-O-R (where R was an 
alkyl or an aryl radical) was common to all active com- 
pounds; interaction of P—O-R with the active enzyme 
EH to give the inactivated inhibitor POH and enzyme 
ER is suggested as a possible working hypothesis. A 
short series of in vivo experiments suggested that the 
interaction may be reversible. G. B. West 


1604. Action of Pyridine and Some Derivatives of 
Pyridine-3-Carboxylic Acid on Neuromuscular Trans- 
mission 

F. VALENZUELA: and F. Hutposro. Journal of Pharma- 
cology and Experimental Therapeutics {|J. Pharmacol.] 92, 
1-14, Jan., 1948. 9 figs., 5 refs. 


In this study, pyridine, nicotinic acid, nicotinamide, 
the ethyl ester of nicotinic acid, and the monoethyl and 
diethyl amides of nicotinic acid were tested for their 
action on the soleus and quadriceps muscles of cats under 
** nembutal ’’ anaesthesia. All the drugs were given as 
molar solutions; the diethyl amide of nicotinic acid 
(‘‘coramine”’; nikethamide) was also sometimes ad- 
ministered as a 25% solution. 

At low frequencies of stimulation, none of the drugs 
showed any effect on indirect muscle stimulation. At 
frequencies of 30 to 500 per minute, the results varied. 
Pyridine enhanced muscle contraction, but on occasion 
depressed it. Nicotinic acid caused an increased tension 
followed by depression. Nicotinamide had no action 
whatever. All three ethyl esters depressed tension. 
The action on the effects of curare and “ prostigmin ”’ 
of all the drugs except nikethamide was studied. The 
drugs may be divided into 3 classes: (1) Pyridine and 
nicotinamide antagonized curare and slightly reinforced 
prostigmin action. (2) Nicotinic acid had a slight anti- 
curare action and similarly antagonized prostigmin. 
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(3) The ethyl ester of nicotinic acid and the monoethyl 
amide both reinforced the actions of curare and prostig- 
min. However, in order to demonstrate the effect of 
the monoethyl amide, it was necessary to give the 
animal a large amount of prostigmin and enough curare 
to prevent muscular contraction by indirect stimulation. 
Nicotinic acid had no effect on muscular contraction 
due to direct stimulation. Pyridine had no effect when 
given before a short tetanus, and produced a slight 
depression. when administered during a _ prolonged 
tetanus. Nicotinic ethyl ester had a greater depressant 
action when injected during a prolonged tetanus. To test 
the effect of all the drugs on acetylcholine action on 
denervated muscle, an experiment was carried out on 
the soleus muscle denervated 5 to 12 days previously. 
Each animal received 1 mg. atropine intravenously 
before the injection of the acetylcholine, which was given 
in doses varying from 20 to 200 zg. All the drugs tested 
increased the response, sometimes to the extent of 100%. 
The effect of pyridine, nicotinic acid, and the ethyl 
ester and diethyl amide of the latter on the action of 
acetylcholine and potassium chloride injected during 
. indirect stimulation of muscle was also studied. The 
apparent increase in tension produced when acetyl- 
choline is injected during indirect stimulation of muscle 
was reinforced by nikethamide and by nicotinic ethyl 
ester. No effect was observed with nicotinic acid or 
pyridine. The same results were obtained when potas- 
sium chloride was substituted for acetylcholine. None 
of the drugs had any effect on cholinesterase activity. 
The paper concludes with a discussion of the mode of 
action of pyridine derivatives and an attempt at correla- 
tion of chemical structure with action. [Since the data 
and the number of compounds tested are insufficient, 
the results must be taken as inconclusive. In order to 
test the effect of the drugs on cholinesterase it would 
appear to be more satisfactory to use an enzyme pre- 
paration from muscle or brain rather than from serum.] 
J. D. Judah 


1605. The Influence of Atropine and Scopolamine on the 
Central Effects of DFP 

W. C. Wescoe, R. E. Green, B. P. MCNAMARA, and S. 
Krop. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 92, 63-72, Jan., 1948. 
6 figs., 17 refs. 


Electroencephalography was carried out on cats and 
monkeys, after the animals had been ¢urarized to 
exclude muscle potentials. Under these conditions 
curare had no effect on the electroencephalogram, but 
atropine and scopolamine both caused an increase in 
voltage and a decrease in frequency of waves. e 

When DFP (diisopropylfluorophosphonate) was ad- 
ministered in a dose of 3 mg. per kilo body weight, effects 
on the electroencephalogram were seen within | minute. 
There was a great increase in frequency with a decreased 
voltage. These features were more marked with larger 
doses, but even 15 mg. per kg. did not result in complete 
suppression of cortical activity. Atropine or scopol- 
amine in doses of 3 mg. per kg. abolished these signs of 
DFP poisoning, after the poison had been administered 


in a dose of 3 mg. per kg. A dose of 3 mg. per kg, of 
atropine also protected against later doses of up to 5 mg. 
perkg.of DFP. Atropine did not, however, influence the 
action of strychnine, gammexane’’, or “ metrazol”. 
It was shown that the electroencephalographic changes 
in these cases were quite different from those after DFP, 
These results are discussed in the light of the finding tha 
DFP inhibits cholinesterase irreversibly, and it is cop. 
cluded that atropine protects against DFP by virtue of its 
pharmacological antagonism to the central action of 
acetylcholine. J. D. Judah 


1606. The Action of Thrombin. (Zur Wirkung des 
Thrombins) 

R. JUrGens and A. Stuper. Helvetica Physiologica e 
Pharmacologica Acta (Helv. physiol. pharmacol. Acta] 6, 
130-149, 1948. 8 figs., 33 refs. 


The properties of thrombin were investigated. The 
preparation studied is a sterile, almost colourless, water- 
soluble powder which contains about 13% nitrogen and 
100 to 150 thrombin units per mg. (this unit is equal to 
the Mellanby unit). One thrombin unit counteracts 
the effect of 0-77 international unit of heparin. If the 
clotting time and the prothrombin time have been 
prolonged by treatment with dicoumarol, thrombin 
abolishes this effect. Thrombin also accelerates clot 
retraction in normal and haemophilic blood. If 100 to 
300 units are injected quickly into a rabbit’s vein the 
blood coagulates in the vessels, while slow infusion of 
dilute solutions is tolerated. These change all fibrinogen 
present into fibrin and thus render the blood incoagulable, 
The fibrin can be traced in the capillaries of lungs, liver, 
and kidneys (histological pictures are reproduced), but 
after 2 to 3 hours the clotting time has become normal 
again, as new fibrinogen has been formed. When the 
surface of the rabbit liver was incised the resulting 
haemorrhage could be quickly arrested by local applica- 
tion of thrombin. This was possible even in animals 
given heparin or treated with dicoumarol. Thrombin 
caused no anaphylactic reactions in the rabbit or the 
guinea-pig after attempts at sensitization had been carried 
out. Hi. Herxheimer 


1607. The Fate of Heparin in Rabbits After Intravenous 
Injection. Filtration and Tubular Secretion in the Kidneys. 
[In English] 

J. Prrer. Acta Pharmacologica et Toxicologica [Acta 


pharmacol., Kbh.] 3, 373-384, 1947. 1 fig., 12 refs. 


Heparin was given intravenously to rabbits anaes 
thetized with urethane, and the urinary heparin deter 
mined by its anticoagulant effect on chicken plasma. Of 
the dose injected, over 18% is excreted by the kidney in 
the first 15 minutes, less than 6% in the next 15 minutes, 
and only a trace after 1 hour. Simultaneous creatinine 
clearance determinations show that the rate of glomerular 
filtration cannot account for the early concentration, 
and that excretion is, therefore, partly tubular. The total 
renal excretion is 25 to 50% of the amount injected, the 
rest being stored in the tissues. Staining with toluidine 
blue shows that this storage is mainly in the reticulo 
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endothelial system, in the Kupffer cells and the spleen. 
Smaller deposits are present in the interalveolar lung 
tissue and in the primary convoluted tubules of the 
kidney. V. J. Woolley 


CHEMOTHERAPY 
1608. The Nitrogen Mustards: Clinical Use 


L. F. Craver. Radiology [Radiology] 50, 486-493, 


April, 1948. 17 refs. 


At the Memorial Hospital for the Treatment of Cancer 
and Allied Diseases, New York, 300 cases of malignant 
disease were treated with the methyl-bis nitrogen mustard 
compound. None of the cases was cured, but the con- 
dition was palliated in a number of them. The improve- 
ment was particularly marked in cases of generalized 
Hodgkin’s disease, advanced cases of lymphosarcoma, 
and in anaplastic carcinomata of the lungs. In early and 
intermediate stages of Hodgkin’s disease, most cases 
of lymphosarcoma, and most cases of chronic leukaemia, 
the results from nitrogen mustard were no better, 
possibly not so good, as those obtained from x-ray 
therapy. It is possible that some nitrogen mustard 
compound other than the methyl-bis compound may 
prove more effective and less toxic. The technique of 
administration and dosage are described. A. Orley 


1609. Chemotherapy of Bacteria-free Trichomonas 
vaginalis. Il. Action of Analogues of Pantothenic Acid 
G. JOHNSON and A. B. KUPFERBERG. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 67, 390-392, March, 1948. 7 refs. 


Pantothenic acid has been shown to be necessary for 
nutrition of Trichomonas vaginalis. Certain of its ana- 
logues were therefore tested for inhibitory action on 
Trichomonas species in vitro. These compounds were 
added to the authors’ simplified trypticase-serum 
medium, which contained in addition 3-2 yg. of added 
calcium pantothenate per 10 ml.; an inoculum of 100,000 
trichomonads was used and cultures were incubated at 
37° C. Eight drugs were ineffective, 2 slightly effective, 
and SN 12,610 and SN 13,592 markedly lethal. The 
latter, (-+)—«,y-dihydroxy - 8,8-dimethyl - N-(2-(phenyl- 
mercapto)-ethyl)-butyramide, was the most active, 
being lethal to a test strain of 7. vaginalis at a concen- 
tration of 1 in 800,000, while a crystalline fraction and 
other fractions with varying boiling points in vacuo 
were each lethal at twice that concentration. Tests of 
inhibition of 8 other strains revealed a sevenfold variation 
in sensitivity from 1 in 200,000 to 1 in 1,400,000, while 
there was a comparable effect on 3 strains of 7. foetus 
and a strain of T. gallinae. The effect could be reversed 
by the addition of further calcium pantothenate. 

In in vivo tests on infected monkeys the drug failed 
to eradicate infection, whether administered intra- 
venously, orally, or locally, and similar failure was 
encountered in a clinical trial on 6 patients, who were 
treated with vaginal tablets. This failure is attributed to 
the pantothenic acid content of blood serum. 

G. T. L. Archer 
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1610. Toxicity and Pharmacology of SN 13592. An 
Analogue of Phenyl Pantothenone 

H. O. StnGHER, N. MILLMAN, and M. R. BoswortTH. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.¥.] 67, 388-390, 
March, 1948. 2 figs., 6 refs. : 


Pantothenic acid has a low oral toxicity and SN 
(survey number) 13,592 or (+)—«,y-dihydroxy- £,B- 
dimethyl - N-(2-(phenylmercapto)-ethyl)-butyramide is 
similarly well tolerated, the lethal dose for rats being of 
the order of 5 g. per kg. Doses of over 500 mg. per kg. 
cause respiratory difficulty. Rats receiving from one- 
sixteenth to three-sixteenths of the lethal dose daily for 
11 days gained weight normally and histology revealed no 
pathological changes of the chief organs. The maximum 
tolerated dose for chicks (the daily dose at which the 
weight remains stationary over the 4 days of the test) was 
4,000 mg. per kg. per day, while a dosage of 500 mg. per 
kg. per day had no effect on weight increase. A rhesus 
monkey receiving a total of 3-6 g. orally in increasing 
daily doses over 40 days rapidly became anaemic, but 
had recovered almost completely 39 days after the drug 
was withdrawn. Anaemia was not induced in rabbits or 
rats. No local irritation was observed. 

Intravenous administration of doses greater than 
10 mg. per kg. rapidly caused shallow and erratic breath- — 
ing in the cat. The drug had a slight stimulating effect 
on smooth muscle. G. T. L. Archer 


PENICILLIN 


1611. A Study of the Response of Bacterial Populations 
to the Action of Penicillin; a Quantitative Determination 
of its Effect on the Organisms 

S. Spicer and D. Butz. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.] 33, 417-429, April, 
1948. 11 refs. 


Working in the Department of Public Health, New 
York, the authors studied the effect of penicillin on 
strains of pneumococci, haemolytic streptococci, Strepto- 
coccus viridans, and staphylococci isolated from patients 
before penicillin treatment was instituted. Twofold 
serial dilutions of sodium penicillin were prepared in 
0-5-ml. amounts of broth, to which was added an equal 
volume of a 3- to 4-hour culture (100,000,000 to 
300,000,000 organisms), and to a like series of dilutions 
an equal volume of a 10~‘* dilution of the same broth 
culture (10,000 to 30,000 organisms). The tubes were 
incubated at 37° C. for 18 hours. The turbidity of the 
cultures was read before and after incubation. Lysis, 
as judged by a decrease in the opacity after incubation, 
occurred in concentrations greater than the inhibitory 
concentration with all the strains tested except 4 strains 
of Streptococcus salivarius, but was not complete in 
any. Penicillinase was added to the tubes and counts 
were made by poured plates. Numerous organisms 
were recovered from concentrations of penicillin greater 
than the inhibitory concentration (as judged by macro- 
scopic appearance); for example, from 60 units per ml. 
(greatest concentration used) or 7,500 times the in- 
hibitory concentration for the strain of Strep. viridans 


8. of 
) me, thal 
the 
inges 
DFP, 

Con- 
lah 
des 
ca et 
a] 6, 
The 
/ater- 
| and 
al to ; 
Tacts 
f the 
been 
mbin 

clot 
00 to 
1 the 
of 
ogen 
able. 
liver, 
, but 
yrmal 
1 the 
ilting 
dlica- 
imals 
mbin 
r the 
tried 
ner 
neys. 
[| Acta 
naes- 
leter- 
ey in 
1utes, 

nine- 
rular 
tion, 

total 
1, the 
culo- 


468 PHARMACOLOGY AND THERAPEUTICS 


examined. Proportional counts were obtained from the 
series in which the smaller inoculum was employed, 
although in the more sensitive strains no residual viable 
organisms were recovered from this series. Strains of 
apparent equal ‘Sensitivity (by dilution method) yielded 
differing proportions of viable organisms—for example, 
haemolytic streptococcus less than 1%, Strep. viridans 
23%. Residual organisms (from single colony culture) 
when re-tested showed no change in sensitivity or 
numbers of residual viable bacteria. 

The effect of streptomycin on the penicillin-residual 
organisms from 6 strains of Strep. viridans was tested 
by surface seeding agar plates on to which were placed 
4 disks of filter paper. Two disks soaked in penicillin, 
100 units per ml., 1 disk in streptomycin, 100 units per ml., 
and 1 disk in broth were used and plates incubated 
overnight. Zones of inhibition were measured the next 
day, and the penicillin-residual organisms obtained by 
washing the penicillin disks in 10-ml. amounts of broth. 
The washings from one disk were used for a plate count, 
and from the other for testing streptomycin sensitivity of 
the residual organisms. The number of organisms origin- 
ally in contact with the disk was estimated by plate wash- 
ings from a broth-soaked disk placed on an agar plate for 
1 hour in the refrigerator. With 5 strains, while the 
parent strains were resistant to streptomycin, the peni- 
cillin-residual organisms were inhibited by streptomycin, 
10 units per ml. J. E. M. Whitehead 


1612. Antibiotic Studies on Beta Hemolytic Streptococci. 
I. Penicillin Resistance Acquired by Group A Organisms 
H. M. Gezon. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., 
N.Y.] 67, 208-212, Feb., 1948. 11 refs. 


An attempt was made to induce in vitro resistance to 
penicillin in 13 strains of Group A haemolytic strepto- 
cocci. Three strains were transferred from penicillin 
blood-agar to plain blood broth 56 times, and 10 were 
transferred daily for 60 days on blood-agar containing 
increasing concentrations of penicillin. Two strains 
developed a 17-fold increase in resistance, 11 a slight 
increase or none at all. Eight controls from the parent 
strains, transferred on plain blood-agar, showed no 
appreciable increase in resistance nor did they acquire 
resistance more rapidly than did the parent strain when 
subsequently grown on penicillin media. On completion 
of the transfers on penicillin-containing media, 5 strains 
were transferred 50 times on penicillin-free media and 
regained their original sensitivity [which had not been 
greatly changed]. Four strains passed intracerebrally 
in mice regained their original sensitivity by the twelfth 
passage. 

Virulence was examined in mice by inoculation intra- 
cerebrally in pairs with 0-03 ml. of serial dilutions up to 
10* of a saline suspension containing approximately 
2x 10° organisms per ml. grown for 18 hours in tryptose 
phosphate 5% serum broth. In 10 strains transferred on 
penicillin media there was a considerable loss of virulence 
compared with the parent strains and with control strains 
transferred on penicillin-free media. The last-named 
became only slightly less virulent. Virulence was 


partially restored in 3 of 5 strains after 12 intracerebral 
passages. Six of 13 strains transferred on penicillin 
media, and 2 of 10 control strains transferred on penicij. 
lin-free media, lost their group-specificity. On maximal 
concentrations of penicillin some strains showed transient 
changes to small «- and y-type colonies, which reverted 
to B-type on subculture on a penicillin-free medium, 
[The control specimens of 3 strains which lost their 
group specificity after transfer on penicillin media were 
not examined.] J. E. M. Whitehead 


1613. Antibiotic Studies on Beta. Hemolytic Strepto- 
cocci: II. Penicillin Resistance Acquired by Group B 
Organisms 

H. M. Gezon. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol, 
N. Y.] 67, 212-215, Feb., 1948. 6 refs. 


The author had noted that Group B_ haemolytic 
streptococci were less sensitive to penicillin than were 
Group A organisms. Ten strains of Group B strepto- 
cocci were studied by the methods described in the 
preceding paper (Abstract 1612). After 56 to 60 trans- 
fers on penicillin-containing media the increase in 
resistance to penicillin varied from 11-fold to 190-fold, 
Resistance did not increase on penicillin-free media, nor 
did control strains acquire resistance more rapidly than 
the parent strains when subsequently grown on penicillin 
media. Three resistant strains subsequently  trans- 
ferred 25 to 50 times on penicillin-free media maintained 
their resistance unaltered. Three strains did not lose 
resistance after 12 intracerebral passages in mice. In 
all 10 resistant strains there was considerable loss of 
virulence for mice. Three resistant strains were passed 
12 times through mice and one strain regained its viru- 
lence. [It is not stated whether it regained its penicillin 
sensitivity.] Two of the 10 resistant strains and 1 of 
9 control strains lost their group specificity. 

The variations in haemolysis encountered were similar 
to those in the Group A series but more constant. 
Colonies showing these variations reverted to the B-type 
on plain blood-agar. Small colony types were also 
found on penicillin-containing media. [The author 
states that ‘“‘ Group B streptococci did not lose resistance 
on subculture on blood agar or on serial passage through 
mice ’’, but in only 3 of the 10 strains was this demon- 
strated.] J. E. M. Whitehead 


1614. Antibiotic Studies on Beta Hemolytic Strepto- 
cocci : III. Penicillin Resistance Acquired by Group C 


Organisms 

H. M. Gezon. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 
67, 215-219, Feb., 1948. 2 figs., 6 refs. 


In vitro acquired resistance to penicillin in 5 strains of 
Group C haemolytic streptococci was studied by the 
methods employed by the author for organisms of 


Groups A and B (Abstracts 1612 and 1613). In 3 strains 
there was an 11-fold to 16-fold increase, and in 2 a 
negligible increase, in resistance. Controls on penicillin- 
free media showed no increase in resistance nor did they 
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become resistant more rapidly than the parent strains 
when subsequently transferred to penicillin media. Only 
1 strain made resistant was cultured on penicillin-free 
medium and it remained resistant after 15 transfers, as 
did 2 strains after 12 intracerebral passages through mice. 
In all the resistant strains there was a loss of virulence for 
mice which was partially regained in 2 strains after 12 
intracerebral passages. Control strains showed little 
loss of virulence. Four control strains did not lose group 
specificity, whereas 3 of 5 resistant strains no longer gave 
the Group C reaction. Variations in haemolysis similar 
to those recorded for Groups A and B were found, with 
the difference that they occurred not only on media with 
maximal concentrations of penicillin but also on media 
with lower concentrations. J. E. M. Whitehead 


1615. The Enhancement of Penicillin Effectiveness in 
vivo by Traces of Cobalt 

R. Pratt, J. DUrRENoy, and L. A. Strait. Journal of 
Bacteriology [J. Bact.] 55, 75-77, Jan., 1948. 7 refs. 


The authors have previously shown that the effective- 
ness of penicillin against Staphylococcus aureus and certain 
Gram-negative organisms in vitro can be enhanced by 

the addition of minute amounts of cobalt. A similar 
effect in vivo is described in the present paper. 
received injections of 2,000 units of sodium benzyl 
penicillin alone and also in combination with amounts 
of cobalt chloride ranging from 4 to 256 yg. Thirty 
minutes later an infecting dose of 2 10° organisms of 
Salmonella typhi was given intraperitoneally. The 
mortality after 24 and 48 hours was recorded. The 


results at 24 hours showed that 64 jg. of cobalt chloride 
with 2,000 units of penicillin gave an effect equivalent 
to that obtained with 3,000 units of penicillin in the 
absence of cobalt; with 256 yg. of cobalt chloride the 
protection obtained was equivalent to that of 4,000 units 


Cobalt chloride alone con- 
D. J. Bauer 


of penicillin given alone. 
ferred no protection. 


1616. The Production of Spores by Penicillium notatum 
M. C. Frank, C. T. CALamM, and P. H. Grecory. 
Journal of General Microbiology [J. gen. Microbiol.} 2, 
70-79, Jan., 1948. 5 refs. 


The effect of varying cultural conditions upon the pro- 
duction of spores by Penicillium notatum has been 
investigated. Medium was placed in milk bottles which 
were rolled until the agar solidified in a layer on the walls; 
a spore suspension was then added and the bottles were 
incubated in an upright position for some days. The 
quantity of spores produced was determined by grinding 
the medium in water and counting a suitable dilution of 
the resulting spore suspension in a haemocytometer. 
The medium initially employed contained glycerol, 
molasses, and peptone together with a salt mixture. It 
was found that the number of spores produced could be 
increased to a certain extent by increasing the concentra- 
tion of glycerol, molasses, and peptone. Further 
Investigations on spore production were carried out with 
media consisting of salt mixture together with sucrose, 
molasses, peptone, ammonia, glycerol, and acetic acid 


Mice 
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in various combinations. The greatest yield of spores 
was obtained with peptone followed by glycerol. In an 
attempt to replace peptone by ammonia together with a 
carboxylic acid, the addition of various organic acids 
was tried. Media containing citric, succinic, tartaric, or 
malic acids gave good yields of spores and also of penicil- 
lin, while media containing glycollic, acetic, oxalic, or 
lactic acids supported the production of spores but not of 
penicillin. 

It was found that the yield of spores was reduced when 


.incubation was carried out at 20° or 28° C. The yield 


was also proportional to the depth of the medium up to 
8 mm. and not to the surface area. D. J. Bauer 


1617. Blood Lefels of Penicillin with Oral Use of 
Buffered and Unbuffered Solutions. Studies on a Series of 
Infants and Children 

S. Q. CoHLan, J. M. Lewis, and E. SELIGMANN. 
American Journal of Diseases of Children [Amer. J. Dis. 
Child.] 75, 15-23, Jan., 1948. 3 figs., 17 refs. 


Experiments have been carried out in order to deter- 
mine the effect of the oral administration of buffered 
and of unbuffered solutions of penicillin on the levels 
of penicillin in blood in infants and children. Sixteen 
children (2 to 12 years old) and 14 infants (10 days to 
4 months of age) were each given in general 3,000 to 
5,000 units of penicillin orally per kilo body weight. 
Blood was obtained for penicillin determinations 1 hour 
and 2 hours after administration of the drug. The 
assays of penicillin were carried out by the method of 
Rosenblatt et al. (J. Bact., 1944, 48, 599), the test organism 
being Streptococcus pyogenes C-203. The penicillin 
mixture was prepared by dissolving 100,000 units of 
penicillin in 12 ml. of water and 8 ml. of syrup; for the 
buffered preparation 3 g. of trisodium citrate was added 
to this mixture. Each child received the unbuffered 
mixture of penicillin, and 2 or 3 days later each received 
a similar amount of penicillin buffered with trisodium 
citrate, 14 hours before the midday meal. 

The results showed that after 1 hour the levels of peni- 
cillin in blood were higher in 14 of the 16 children who 
received the buffered preparation, and after 2 hours in 
10 of the 12 children who received this preparation. 
These results were statistically significant. In infants 
no statistically significant difference was noted. That 
penicillin must be buffered for administration to children, 
but not necessarily for infants, would appear to be due 
to the fact that the pH of the gastric juice of children is 
lower than that of infants and therefore in children the 
gastric juice is more destructive to penicillin. According 
to Wolman (Amer. J. Dis. Child., 1947, 71, 394) the © 
respective fasting pH values for children and infants are 
3-2 and 4-4. Experiments carried out in vitro confirmed 
this view. 

The blood levels obtained with the buffered prepara- 
tions of penicillin in children and with the unbuffered 
preparation in infants were, in most instances, well above 
0-03 Oxford unit per ml. Thus a dose of 3,000 to 5,000 
units of penicillin per kilo body weight was effective in 
achieving therapeutic blood levels 1 hour and 2 hours 
after the administration of the drug. In most infants 
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there was no appreciable fall in the level of penicillin in 
the blood 2 hours after administration of the drug, 
whereas in the children there was a marked fall with both 
the buffered and unbuffered solutions 2 hours after 


ingestion of penicillin. This fall may be due to the 


transient effect of the buffer on the pH of the gastric 
juice, as from in vitro studies it would be assumed that a 
buffer would protect penicillin from the destructive action 
of the gastric juice for from half to three-quarters of an 
hour. On the other hand the maintenance of high blood 
levels in infants 2 hours after administration of the un- 
buffered preparation may be attributed to the persistently 
high pH of the gastric juice of infants. L. G. Scott 


1618. Caronamide: Plasma Concefitrations, Urinary 
Recoveries, and Dosage 

W. P. Bocer, A. K. MILver, E. K. TILLson, and G. A. 
SHANER. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.| 33, 297-308, March, 1948. 4 figs., 
10 refs. 


This paper records the plasma concentrations of the 
drug, 4’-carboxyphenylmethanesulphonanilide, found 
after the administration of different doses, the amounts 
recovered from the urine in some cases, and correlations 
between the plasma levels of penicillin and caronamide. 
Three methods of estimation were used, those of 
Ciminera, Brodie, and Ziegler and Sprague, the last being 
the simplest and most commonly used. The Ziegler— 
Sprague and Ciminera methods permit the determination 
of caronamide and its derivatives in the body, while the 
second only estimates free caronamide. 

The plasma concentration after a single oral dose of 
4-5 g. was 15-5 and 8 mg. per 100 ml. at 30 and 180 
minutes after administration. These figures are the 
averages from 6 patients, but there were great individual 
variations. Again, the average plasma levels in 6 
patients, given five 3-g. doses at 3-hour intervals, were 
6-5 and 18-5 mg. per 100 ml. at the fourth and thirteenth 
hours from the commencement of treatment. Individual 
differences were again large. Two groups of 5 patients 
were given 12 and 24 g. a day, in eight 3-hourly doses, 
for a week. Not all completed the course. The plasma 
level was determined daily; the average in the first 
group was 12-9 mg., with a peak of about 23 mg. on the 
fourth day, while in the second group it was 35 mg. per 
100 ml., with a peak of 55 mg. on the fifth day. Again 
there were wide differences between individuals. 

A single intravenous dose of 3 g. produced in 3 patients 
plasma levels of about 12 and 6-5 mg. per 100 ml. at 
40 and 100 minutes, respectively. Penicillin, 200,000 
units, was given simultaneously, and it was found that 
these levels of caronamide caused inhibition of penicillin 
excretion. Rather more than one third of the given 
dose of caronamide was recovered in the free state from 
the urine in the 100 minutes of the experiment. Three 
other patients with normal renal function were given 3 g. 
intravenously as a priming dose, followed by a continuous 
infusion. [How much was given is not quite clear.] 
The plasma level of free caronamide alone was about 
23 mg. per 100 ml. after 45 and after 90 minutes. 

It is claimed that a plasma level of 15 mg. per 100 ml. 


to be absorbed by collodion. 


of caronamide is approximately the critical level for 
inhibiting the renal elimination of penicillin, though some 


degree of inhibition may be obtained with lower carop. | 


amide levels. A dose of 4 g. 4-hourly has been shown 
to maintain assayable penicillin levels in the plasma for 
as long as 8 hours after a single dose of 100,000 units, 
In a series of patients with gonorrhoea, a single dose of 
6 g. of caronamide with 500,000 units of penicillin, both 
by mouth, cured 87%. Apart from occasional nausea 
and vomiting, no signs of general toxic effects have been 


_ observed and plasma levels of 45 mg. per 100 ml. are well 


tolerated. Emphasis is laid on the wide range of plasma 
levels obtained in different individuals with the same 
dose of the drug. Children need the same dose as adults, 
and it is probable that renal function is the factor 
determining the plasma level of caronamide. A dose of 
3 g. 3-hourly or 4 g. 4-hourly is advised. 

Reginald St. A. Heathcote 


See also Section Respiratory Disorders, Abstract 1779, 


OTHER ANTIBIOTICS 
1619. Microbial Antagonism. Experimental Study. 8, 


_ Extraction of the Antibictic Principle of Filtrates of B, 


subtilis, Penicillium notatum and Actinomyces griseus 
Cultures. Properties of the Concentrated Antibiotic 
Principle. (De l’antagonisme microbien. Etude éxperi- 
mentale. 8. Sur l’extraction du principe antidotique 
des filtrats de culture de B. subtilis, de Penicillium 
notatum, d’ Actinomyces griseus. Propriétés du principe 
antidotique concentré) 

G. RAMON and R. RicHou. Revue d’ Immunologie [Reyv. 
Immunol.] 12, 8-22, 1948. 22 refs. 


The substances in filtrates of Bacillus subtilis, Actino- 
myces griseus, and Penicillium notatum that destroy 
bacterial toxins may readily be concentrated by addition 
of 32% solid anhydrous sodium sulphate at 37° C. 
After standing for 3 hours with frequent shaking the 
mixture is filtered, the precipitate made up with water 
to a convenient volume, and the insoluble material 
centrifuged off. The liquid so obtained contains no 
antibiotic, but retains 30% or more of the virucidal, 
haemolytic, gelatinolytic, and necrotic activities of the 
original filtrates. Human serum and guinea-pig serum 


neutralize the effect of the concentrated filtrates on diph- . 


theria and staphylococcal toxins. The substances in 
the filtrates responsible were not dialysable, and appeared 
C. L. Oakley 


1620. The Production of Streptomycin by Streptomyces 
bikiniensis 

D. B. JoHNsTONE and S. A. WAKSMAN. Journal of 
Bacteriology [J. Bact.] 55, 317-326, March, 1948. 2 figs., 
12 refs. 


Soil from the Bikini Atoll, the scene of the atomic 
bomb experiments of July, 1946, yielded a streptomyces 
from which an antibiotic of considerable activity was 
obtained. The organism differed markedly from 
Streptomyces griseus, responsible for streptomycin, and 


OTHER ANTIBIOTICS 


other related species, in both its morphological and its 
cultural characters; it was considered to be a new species 
and named S. bikiniensis. The, antibiotic substance 
obtained from culture filtrates of the organism was very 
like streptomycin in its antibiotic spectrum, its physical 
and chemical properties, and its low toxicity for labora- 
tory animals. _ Because the two substances had not been 
shown to have the same chemical composition the new 
preparation was called streptomycin II. H. J. Bensted 


1621. Morphology of Blood and Bone Marrow in 
Children with Tuberculous Meningitis Treated with Strepto- 
mycin. (Ricerche morfologiche sul sangue e sul midollo 
osseo di bambini con meningite tubercolare trattati con 
streptomicina) 

E. CIFARELLI and U. ViraLesta. Medicina Italiana [Med. 
ital., Milano] 28, 80-87, March-April, 1948. 11 refs. 


From the Department of Paediatrics of the University 
of Milan the authors report on 8 cases of tuberculous 
meningitis treated with streptomycin. The behaviour 
of the peripheral blood and the bone marrow was studied 
by serial examinations at weekly intervals. The bone 
marrow was obtained by sternal puncture. The 8 
patients ranged in age from 9 months to 12 years, 6 
being between 24 and 4 years old on admission. They 
were treated by daily intrathecal and intramuscular 
streptomycin injections, receiving between 0-01 g. and 
0:05 g. of streptomycin intrathecally and between 
0-125 g. and 0-3 g. of streptomycin intramuscularly each 
day. In 7 of the patients the symptoms began 2 weeks 
or longer before admission. Four of the cases were fol- 
lowed up for more than a fortnight after admission (25 
days, 34 months, 24 months, and 4 months respectively). 
Before treatment was started the peripheral blood of the 
patients who subsequently died showed a total white 
cell count of over 12,000 per c.mm.; other cases showed 
only a moderate leucocytosis with slight increase in 
monocytes and decrease in, or absence of, eosinophils. 
Granulocytes showed a shift to the left. The total red 
count was normal or only just below normal, with a 
definitely lowered colour index. The myelogram 
exhibited hyperplasia of the granular series, with pre- 
valence of the more mature cells. The cells of the 
erythroid series were diminished both because of dis- 
placement by granular cells and because of hypoplasia 
of erythroid tissue. During streptomycin treatment the 
marrow count showed few variations, but in 3 cases there 
was a tendency for the lymphocyte count of the marrow 
to increase at the expense of the myeloid cells. In those 
cases in which the disease was not rapidly fatal the 
authors noticed an increase of eosinophils both in the 
peripheral blood and in the bone marrow. This increase 
was most noticeable in the marrow, where it reached the 
maximal value of 34-4% in one case.. The increase 
continued on cessation of treatment, the percentage of 
eosinophils declining slowly after 1 month and rising 
again on resumption of treatment. The authors think 
that a low eosinophil count is of bad prognostic signi- 
ficance. A high.eosinophil count indicates a higher 
resistance to the infection, but, above all, a hypersensi- 
tivity to streptomycin. This is contrary to the conclu- 
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sions reached by Harrell (J. Amer. med. Ass., 1947, 134, 
1198) whom they quote as considering the resistance to 
infection the all-important factor. It is concluded that 
while eosinophilia can be taken to indicate a longer 
survival, it does not warrant the assumption of a favour- 
able prognosis. P. E. Polani 


See also Section Infectious Diseases, Abstracts 1904- 
7, and 1910. 


1622. Some Properties of an Antibiotic Obtained from a 
Species of Streptomyces 

D. Gorr.ies, P. K. BHATTACHARYYA, H. W. ANDERSON, 
and H. E. Carter. Journal of Bacteriology [J. Bact.] 55, 
409-417, March, 1948. 1 fig., 4 refs. 


This species of streptomyces known as “ 8-44” was 
obtained from cultures of a compost in Illinois. A 
culture filtrate of the organism was found to have a 
wide antibiotic range but to differ from streptomycin 
and other antibiotics in its activity against certain bacteria. 
The organism was found to grow readily in a number of 
liquid media but the production of the antibiotic was 
limited, in the series of media tried, to that containing 
soya bean. The effects of culture filtrates of 8-44 and 
Streptomyces griseus on the growth of a number of 
organisms were compared; the dilutions inhibiting 
growths were generally of the same order. It was found 
that 8-44 was readily attacked by a Streptomyces griseus- 
phage. 

The antibiotic was purified and obtained in a crystalline 
form when it was found to be stable to heat, acid, and 
alkali. It was relatively insoluble in water, but could 
be taken up by some organic solvents. It was sub- 
sequently found to be identical with an antibiotic known 
as chloromycetin which had been independently isolated 
(see Abstract 1623). H. J. Bensted 


1623. Chloromycetin: Biological Studies 

R. M. Smiru, D. A. Jostyn, O. M. Gruuzit, I. W. 
McLEAN, M. A. PENNER, and J. EHRLICH. Journal of 
Bacteriology (J. Bact.] 55, 425-448, March, 1948. 5 figs., 
18 refs. 


The isolation of a new antibiotic, chloromycetin, from 
culture filtrates of a streptomyces of soil origin was 
recently reported by Ehrlich and others (Science, 1947, 
106, 417). Independent observations by Gottlieb ef al. 
regarding the same substance are recorded in Abstract 
1622. 

Chloromycetin has been prepared in a pure crystalline 
form and has been found to be chemically different from 
any other antibiotic so far described. A strain of 
Shigella sonnei has proved to be the most consistently 
sensitive test species for determining antibacterial 
activity and this culture is now employed as the assay 
organism. 

The antibiotic spectrum of chloromycetin is wide and 
is still being expanded. The substance is active against 
Gram-negative bacteria, and moderately active against 
Gram-positive bacteria and tubercle bacilli. Yeasts, 
fungi, protozoa, and most viruses are uninfluenced by 
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the substance but the growth of rickettsiae in chick- 
embryos is profoundly affected by its presence. 

The antibiotic is almost insoluble in water and appar- 
ently has to be taken up in propylene glycol for parenteral 
administration. The irritating properties of this vehicle 
would make it unsuitable for human use. Fortunately 
the substance is readily absorbed from the alimentary 
tract so that oral administration would be suitable for 
therapeutic trials. Less than 10% of the dose adminis- 
tered appears in the urine, so that unless the bulk is 
excreted by other routes a breakdown of the substance 
in the tissues is probable. The toxicity for laboratory 
animals is of the same order as that of streptomycin. 

[This is obviously an important paper. Work on the 
new antibiotic is in its early stages and much must 
depend upon the results of human trials. It is the 
first antibiotic with a low toxicity for laboratory animals 
that has shown any reasonable activity against rickettsiae. 
The effects of chloromycetin on the growth of these 
organisms in the chick embryo are so promising that the 
results of human trials of rickettsial infections will be 
followed with the greatest interest.] H. J. Bensted 


1624. Effect of Chloromycetin on Experimental Infection 
with Psittacosis and Lymphogranuloma Venereum Viruses 
J. E. SMapev and E. B. JACKSON. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 67, 478-483, April, 1948. 1 fig., 
12 refs. 


This paper amplifies an earlier report by -the same 
authors on the use of chloromycetin in experimental 
infections with psittacosis virus (Science, 1947, 106, 418). 
For this work the 6-BC and P-4 strains of psittacosis 
virus were employed. The L.A. strain of lymphogranu- 
loma venereum used in these experiments was obtained 
from an inguinal lymph node of a patient in 1943, and 
has been maintained in the authors’ laboratory ever 
since. 

Chemotherapy experiments were carried out on eggs 
and mice. Doses of the drug varying from 0-0625 mg. 
to 0-5 mg. were injected into the yolk sac just before 
infection with several hundred MLD (minimum lethal 
doses) of one of the three agents. The figures for the 
prolongation of life with doses of 0-0625 mg. and more 
were statistically significant. Furthermore, there was a 
direct relation between the amount of drug employed 
and the prolongation of life, and the chemotherapeutic 
effect was present even when treatment was delayed for 
24 to 48 hours. Mice were infected with approximately 
6 MLD of the 6-BC strain of psittacosis by intraperi- 
toneal and oral routes. Seven of the 10 control mice 
died between the sixth and tenth days. Only 1 of 10 
mice died when 1-5 mg. of chloromycetin was given 
intraperitoneally, administration beginning 6 days after 
infection. All the mice which received approximately 
5 mg. of drug per day by mouth survived. Practically 
all the mice which survived when treatment was begun 
later than the first day after infection developed obvious 
signs of disease. No beneficial effect was produced by 
chloromycetin when mice were infected intracerebrally 
by P-4 strains of psittacosis or the lymphogranuloma 


venereum virus. In a further experiment the 6-B¢ 
strain of psittacosis was employed and the mice were 
given chloromycetin daily either by injection or jp 
their food. The mice survived inoculation with large 
doses of virus injected intraperitoneally, but were not 
resistant to intracerebral inoculation. 

Evidence is produced to show that chloromycetin 
possesses little or no direct virucidal action against the 
agent of psittacosis, though it has a suppressive effect on 
its growth. Chloromycetin has about the same degree 
of activity as that of penicillin and sulphadiazine jn 
similar studies. A. W. H. Foxell 


See also Section Infectious Diseases, Abstract 1892. 


1625. Bacillomycin: An Antibiotic from Bacillus sub- 
tilis Active Against Pathogenic Fungi 

M. Lanpy, G. H. WARREN, S. B. ROSENMAN, and L. G, 
Coo. Proceedings of the Society for Experimental 
Biology and Medicine (Proc. Soc. exp. Biol., N.Y.] 61, 
539-541, April, 1948. 4 refs. 


The antibiotic bacillomycin was isolated from a strain 
of Bacillus subtilis. It was shown to have a strong anti- 
fungal activity when tested against many dermatophytes 
and systemic fungi. Its antibacterial action was negligi- 
ble. [No details are given on this point.] For these 
experiments the agar plate-dilution method was used. 
A technique is given for the bioassay of bacillomycin, 
together with an account of some of its physical and 
chemical properties. A, W. H. Foxeil 


1626. Polymyxin. A Note on Experimental and Clinical 
Investigations 

E. B. SCHOENBACH, M. S. Bryer, E. A. BLIss, and 
P. H. LonG. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 136, 1096-1098, April 24, 1948. 
6 refs. 


Polymyxin is an antibiotic obtained from Bacillus 
polymyxa, and in vitro in an acid medium it is very active 
against Bacterium coli, Aerobacter aerogenes, and 
Friedlander’s bacillus in a concentration of 0-3 ug. per 
ml. Pseudomonas pyocyanea is slightly more resistant, 
while Proteus vulgaris and meningococci are completely 
resistant. Dogs tolerated doses of 5 to 10 per kilo 
body weight, given twice daily intramuscularly, and 
single intrathecal injections of 1 and 5 mg. Ninety 
minutes after the former injections, serum concentrations 
of 2-5 and 5 yg. per ml. were recorded. After 34 hours 
these concentrations were about halved. Detectable 
amounts of polymyxin appeared in the urine after 12 
hours, but the antibiotic proved incapable of passing 
the blood-brain barrier. A single dose of 1 mg. per kilo 
body weight protected mice which had been injected intra- 
peritoneally with 1,000 MLD of Friedlander’s bacillus, 
type A, or Haemophilus influenzae type B. Under the 
conditions of the test the antibiotic proved to be 5 to 
10 times more effective against the meningococcus. _ [Its 
action against the gonococcus has apparently not been 
investigated. ] R. Salm 
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1627. Subtenolin. An Antibiotic from Bacillus subtilis 
I. Bacteriologic Properties 

H. N. HirscHuorNn, M. A. Bucca, and J. D. THAYER. 
Proceedings of the Society for Experimental Biology 
and Medicine (Proc. Soc. exp. Biol., N.Y.] 67, 429-432, 
April, 1948. 9 refs. 


The antibiotic subtenolin has been isolated from a 
strain of Bacillus subtilis. Details are given of the method 
used for its production. A medium containing dl- 
alanine, manganese, and copper gave the highest yield. 
The serial dilution method of assay was adopted and the 
following organisms were found to be most susceptible: 
Staphylococcus aureus, Staph. albus, Salmonella typhi, 
Bacterium coli, Salm. enteritidis, Micrococcus conglo- 
meratus, and Salm. schottmuelleri. Two strains of 
Pasteurella were definitely susceptible, and the growth 
of Mycobacterium tuberculosis was partially inhibited. 
The authors give the properties which distinguish sub- 
tenolin from subtilin, bacitracin, bacillin, eumycin, 
subtilysin, and colistatin, which have been isolated from 
B. subtilis by other workers. A, W. H. Foxell 


1628. Subtenolin. An Antibiotic from Bacillus subtilis 
II. Isolation and Chemical Properties 

S. F. Howett and H. Tausper. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 67, 432-435, April, 1948. 1 fig., 
8 refs. 


The method of isolation of subtenolin from Bacillus 
subtilis is described in detail; the antibiotic has not yet 
been obtained in a pure state. It has a low molecular 
weight, and probably contains a resonating double bond, 
phenol groups, a very active enol group, and an aromatic 
aldehyde radical. Its chemical properties are compared 
with those of penicillin G sodium, streptomycin, grami- 
cidin, and bacitracin; it is shown to differ considerably 
from them. A. W. H. Foxell - 


1629. Streptomycin in the Blood: Chemical Determina- 
tions after Single and Repeated Intramuscular Injections 
G. E. Boxer, V. C. JeLtineK, R. Tompsett, R. DuBots, 
and A. O. Eptson. Journal of Pharmacology and Ex- 
perimental Therapeutics [J. Pharmacol.] 92, 226-235, 
March, 1948. 3 figs., 6 refs. 


TOXICOLOGY 


1630. BAL in the Treatment of Arsenic Ingestion of 
Children 

N.C. Woopy and J.T. KOMETANI. Pediatrics [Pediatrics] 
1, 372-378, March, 1948. 22 refs. 


At the Charity Hospital, New Orleans, arsenical 
poisoning has, for the past 10 years, ranked second among 
causes for admission of infants and young children and 
fifth among causes of death due to accidental poisoning. 
The arsenic was usually taken in the form of insecticide 
Syrups which “ are commonly as attractive to young 
children as they are for insects’. In a control series of 


111 children treated before BAL was available there were 
3 deaths; in a series of 42 treated with BAL there were 
no deaths, toxic symptoms disappeared earlier, and 
the patient’s stay in hospital was much shorter. 

BAL, a dithiol compound, forms a non-toxic combina- 
tion, BAL-thioarsenate, with the arsenic present in the 
tissue; this combination is then excreted by the kidney. 
After lavage of the stomach with tap-water, the drug, 
dissolved with benzyl benzoate in peanut oil, is adminis- 
tered at 4- to 8-hour intervals, by deep intramuscular 
injection, the dose varying with the severity of the 
symptoms. Standard treatment for dehydration and 
shock is also given. 

In both children and adults the reactions usually 
appeared about 15 minutes after injection and dis- 
appeared in about 14 hours. In the children these 
reactions were mild (irritability, restlessness, and 
anorexia) when the dose was under 3 mg. per kilo body 
weight. When the dose was between 5 and 10 mg. per . 
kilo these symptoms were more severe, occurred in all 
cases, and were often accompanied by tachycardia, 
hypertension, and the presence of reducing substances 
in the urine. In doses of 25 mg. or more per kilo 
there were alarming symptoms—sudden hypertension, 
convulsions, and stupor or coma. Mild reactions did 
not appear until after the second or third injection. 
There were no allergic reactions (cutaneous or bronchial). 
BAL is claimed to be an effective chemical antidote 
for arsenical poisoning in children, and in proper doses 
causes no serious reactions. C. McNeil 


1631. Rational Treatment of Formaldehyde Poisoning. 
[In English] 

A. Lunp. Acta Pharmacologica et Toxicologica [Acta 
pharmacol., Kbh.} 3, 323-329, 1947. 1 fig., 10 refs. 


Formaldehyde was mixed with the antidote to be 
examined and allowed to stand for 1 hour, after which 
free formaldehyde was determined. Charcoal and urea 
were useless. Different ammonium salts gave different 
beneficial results, the most important condition being 
that the pH of the mixture should be not less than 9-0. 
The best effect was produced by a mixture containing 
decinormal ammonia and decinormal ammonium 
chloride. This has a pH of 9-3 and the free ammonia is 
not enough to cause irritation. It binds formaldehyde 
completely so long as any free ammonia is present. 

V. J. Woolley 


1632. Porphyrinuria in Lead-poisoned Dogs 

K. SALOMON and G. R. CowGiLL. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.] 30, 114-118, 
March, 1948. 2 figs., 15 refs. 


Porphyrinuria is one of the most sensitive signs of lead 
exposure in man, but Langecker failed to produce 
porphyrinuria in a dog after administering toxic amounts 
of lead. The authors investigated the effects of lead 
poisoning on porphyrinuria and certain blood conditions 
in dogs. Animals were fed on a diet low in iron- 
porphyrin-containing constituents, to which lead acetate 
was added. One of the 4 dogs under observation was 
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used as a control. The urine was collected over periods 
of 9 or 10 days and kept under toluene. Porphyrins 
were extracted by Dobriner’s modification of Hans 
Fischer’s extraction procedure and were determined 
quantitatively with an Evelyn colorimeter. No stippling 
of the erythrocytes was observed. It was found that 
urinary coproporphyrin excretion increased considerably 
in a puppy after 40 days’ exposure to lead, and remained 
high for 3 weeks. In two adult dogs the haemoglobin 
level remained constant for 140 days, and then fell by 
50% or more. Increased lead values in the blood (from 
58 to 63 yg. per 100 ml. in one dog and from 41 to 99 jg. 
in the other) were observed after 2 months of lead 
ingestion. The excretion of porphyrin in these dogs 
fluctuated considerably for the first 70 days, and then, in 
one dog, the coproporphyrin excretion gradually rose to 
1,080 zg. In the other dog the value did not increase for 
150 days, and then rose abruptly to 1,100 jg. in the last 
10-day period before death. Hence it appears that, in 
dogs, porphyrinuria is a late rather than an early sign of 
lead exposure. H. M. Vernon 


1633. Toxicology of 1,2-Dichloropropane (Propylene 
Dichloride). IV. Effects of Repeated Exposures to a 
Low Concentration of the Vapor 

L. A. Heppet, B. HIGHMAN, and E. G. Peake. Journal 
of Industrial Hygiene and Toxicology [J. industr. Hyg.] 30, 
189-191, May, 1948. 4 refs. : 


Dichloropropane (CH;,CI.CHCI.CH;) is widely used 
as a solvent and insecticide. In the present investigation 
various animals were exposed to a concentration of 
400 parts per million (p.p.m.) on the same plan as that 
described in an earlier report in which concentrations 
up to 2,200 p.p.m. were employed. Rats, guinea-pigs, 
and dogs received from 128 to 140 7-hour exposures 
for 5 days a week, and no ill effects attributable to the 
exposures were observed, except for a decreased weight- 
gain in the rats as compared with the controls. In the 
pathological studies the rats were killed immediately, 
or 2 to 11 days after, or 6 to 8 months after their last 
exposure. Bronchitis, interstitial pneumonia, and other 
changes in various organs were frequent, particularly 
in the older animals, whether exposed to the dichloro- 
propane or not. Of the 32 guinea-pigs tested 7 died 
after 3 to 116 exposures, but taken as a whole the animals 
showed less bronchitis and pneumonia than the control 
animal§. All the 5 dogs exposed survived, but there 
was a heavy mortality in the mice. Some of the mice 
belonging to a susceptible strain had hepatomata 
histologically similar to those induced by exposure of 
the mice to carbon tetrachloride. H. M. Vernon 


1634. Exposure to D.D.T. 

A. ANDERSON and M. A. KHorRAM. British Medical 
Journal [Brit. med. J.) 1, 1132-1134, June 12, 1948. 
6 refs. 


A field survey was made of 32 persons exposed more 
or less continuously for 9 months to DDT in oil. 
Sprayers who used 3 to 4% DDT in kerosene as a residual 
spray were liable to absorb the drug through the skin 


and by inhalation. Workers who used 2:5% DDT ing 
75% gas-oil and 25% fuel-oil mixture for the control of 
mosquito larvae were also liable to absorb the 
through the skin, as were the workers employed in mixing 
the two solutions. A comparison of the exposed group 
with a control group of 36 men in similar social circum. 
stances and of similar nutrition (although of higher 
average age) revealed no difference in the average weight 
and blood pressure after the 9-month exposure. Vesi- 
culation was observed in the sprayers where: the straps 
of the spraying machine had chafed, but this was thought 
to be due to the kerosene. No significant signs or symp- 
toms were noted in the exposed group, the recording of ° 
tremor of the hands in 9 men being regarded as doubtful, 
The urine of the exposed group was examined for 
organically bound chlorine but none was found, and it is 
suggested that this is not a reliable method for estimating 
absorption of DDT. It is concluded that the continued 
use of 3-1% DDT in kerosene, without protective cloth- 
ing, is not likely to give rise to toxic effects. A plea is 
put forward for the use of a less noxious solvent than 
kerosene, or the increased use of emulsions of DDT. 
Rachel MacHatton | 


1635. Response of Benzene-poisoned Guinea-pigs to 
Ascorbic Acid and Ascorbic Acid Activators. [In 
English] 

B. EKMAN. Acta Pharmacologica et Toxicologica [Acta 
pharmacol., Kbh.] 3, 261-274, 1947. 1 fig., 13 refs. 


The authors have confirmed the value of vitamin C 
in benzene poisoning. Guinea-pigs were exposed to an 
atmosphere containing benzene vapour, and their sur- 


vival, rate of growth, and general condition observed over . 


a subsequent period of 47 days. Large doses of ascorbic 
acid by injection (100 mg.) were less effective than small 
doses (50 mg.), while-a dose which was sufficient to 
prevent scurvy—that is, 2 mg.—gave no protection. 
The response to ascorbic acid could be considerably 
increased if cucumber or citrin were given simultaneously. 
Leucocytosis was the only observed change in the blood 
picture; this could be prevented by a combination of 
ascorbic acid with citrin or cucumber. G. F. Somers 


1636. Medical Aspects of Maximum Allowable Concen- 
trations: Benzene 

H. L. Harpy and H. B. E:kins. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.] 30, 196-200, 
May, 1948. 7 refs. 


In consequence of fatal cases of exposure to benzene 
vapour, the Massachusetts Division of Occupational 
Hygiene has twice within the last 12 years revised down- 
ward its figure for the maximum allowable concentration 
of benzene in the workers’ environment. In the fatal 
case here described a man, employed for 30 years in the 
artificial leather industry, stated that he was often ex- 
posed to benzene vapour. Blood examinations showed 
3,000,000 or less red cells per c.mm. and 3,000 white 
cells, with a low proportion of polymorphonucleat 
leucocytes and a high one of lymphocytes. Benzene 
poisoning was diagnosed, but in spite of various forms of 


~ 
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treatment the man died 5 months later. Because of 
this fatality all the workers in the company were tested, 
and 16 out of the 52 complete blood counts showed sub- 
stantial abnormalities. Urine analyses gave low ratios 
of inorganic to total sulphates, but no symptoms of 
clinical illness were elicited. Air analyses showed, on an 
average, 80 parts per million (p.p.m.) of benzene in the 
mixing room, and 40 to 70 p.p.m. in the coating room. 
The members of the staff of the Massachusetts Division 
have unanimously decided that the figure of 75 p.p.m. 
of benzene is too high, and they will henceforth use the 
figure of 35 p.p.m. H. M. Vernon 


1637. Use of Adsorbents for Protection Against Ammonia 
J. C. GosHorn. Journal of Industrial Hygiene and 
Toxicology [J. industr. Hyg.] 30, 201-204, May, 1948. 
1 fig., 7 refs. 


The high concentrations of ammonia sometimes met 
with in the operation of ice plants, in handling ammonia 
cylinders, and in miscellaneous chemical plants, necessi- 
tate the use of gas masks. To meet this need a special 
gas-mask canister was designed by the U.S. Army and 
Navy Chemical Corps. It consists of a rectangular 
container in. cm.) in 
size, filled with 1,100 ml. of a special adsorbent material. 
It weighs about 3 Ib. (1-65 kg.). Adsorption tests were 
made by passing through the canisters a current of 
32 litres per minute of air containing 1% (by volume) 
of ammonia. The presence of ammonia in the effluent 
air was detected by passing it through an aqueous solu- 
tion of methyl red, which it turned yellow. The resist- 
ance to breathing was kept below 80 mm. of water when 
the air flow was 85 litres per minute. 

Of the adsorbents tested, kupramite and cobaltous 
chloride hexahydrate are efficient but lose water of 
crystallization rapidly and become poor adsorbents. 


_ Silica gel is an efficient adsorbent, but it tends to evolve 


ammonia after exposure to the gas. Charcoal impreg- 
nated with weak acids, such as oxalic or phosphoric 
acids, is the most promising adsorbent tried, as it does not 
deteriorate on exposure and does not tend to evolve 
ammonia afterwards. H. M. Vernon 
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1638. The Detection of a Product of the Blood Group O 
Gene and the Relationship of the So-called O-substance 
to the Agglutinogens A and B 

W. T. J. MorGAN and W. M: Warkins. British Journal 
of Experimental Pathology (Brit. J. exp. Path.] 29, 159- 
173, April, 1948. 36 refs. 


It has been known for 20 years that selected and 
absorbed cattle sera agglutinated human red cells of 
group O, and similarly-acting sera have been produced 
artificially by the immunization of goats and rabbits with 
Shigella dysenteriae and with so-called O-substance from 
human ovarian cysts respectively. The so-called O- 
substance is known also to be present in saliva and 
gastric juice. However, it is found in the secretions of 
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persons not only of group O, but also of other blood 
groups, even AB. There was some doubt, therefore, 
whether this O-substance was related to the O-gene 
postulated by Bernstein. 

Several human sera having the ability to agglutinate 
human group O red cells have been investigated, together 
with natural cattle sera and artificially produced immune 
rabbit sera. It was shown that saliva containing O- 
substance from persons of all blood groups would inhibit 
the agglutinating activity for O cells of the cattle and 
immune rabbit sera and of some but not all of the human 
sera tested. The human sera are, therefore, considered 
to be of two kinds. One, like the animal sera, is regarded 
as acting on a heterogenetic antigen analogous to the 
Forsmann antigen, and has been called anti-H. The 
other is apparently specific for the human O-gene of 
Bernstein and is still called anti-O. Human ovarian 
cyst fluid and extracts of human red cells were tested 
against both anti-O and anti-H sera. Most of the 
samples of cyst fluid from group O women possessed 
H-substance activity only, but one or two showed some 
O-substance activity, as did also the crude substance 
from human group O red cells. The isolation and - 
characters of this group O substance from erythrocytes 
and cyst fluid are to be reported later. 

It is suggested that the heterogenetic H substance is a 
basic antigen related to A, B, and O group substances. 
The genes A, B, and O are considered to be mutations 
from a basic gene H, progressive mutation finally leading 
in each case to the formation of genes A,, B,, and O; 
which are devoid of antigen H. The rare person there- 
fore of genotype A,O, or A,A, could thus form the anti- 
body anti-H, whereas persons lacking the gene O could 
form the antibody anti-O. John F. Loutit 


1639. The Occurrence of Water-soluble Rh Substances in 
Body Secretions 

J. F. MounN and E. Witessky. New York State Journal of 
Medicine [N.Y. St. J. Med.] 48, 287-290, Feb. 1, 1948. 
5 refs. 


The authors claim that Rh antigens are easily detectable 


in most samples of amniotic fluid, and less easily in at 


least half the samples of gastric juice. Saliva was too 
viscous to be used undiluted for detection of Rh antigens. 
In diluted specimens the authors had the impression that 
Rh substances were present. It appears that Rh anti- 
sera must be carefully chosen to detect the Rh substances 
in solution, that any Rh substances in liquor amnii 
come from the foetus, that secretion of Rh substance is 
independent of secretion of ABO substances, and that 
some people are non-secretors. The liquor amnii from 
3 infants with erythroblastosis foetalis contained no 
water-soluble Rh substances. The results obtained 
were so difficult to evaluate that methods of concen- 
trating and purifying Rh. substances in liquor amnii 
were tried. Rh substances were concentrated 10 times 
by drying and reconstituting. [The results appear to be 
more specific, but it is clear from this paper that delicate 


methods must be used to detect the small quantities of 


Rh substances which may be in solution.] 
John Murray 
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Radiology 


1640. Preliminary Observations on the Effects of Irradia- 
tion upon the Chylomicrons in Human Blood 

K. SeTALaA. Radiology [Radiology] 50, 803-810, June, 
1948. 9 figs., 6 refs. 


Chylomicrons are particles of lipoidal nature appearing 
in the blood stream after the ingestion of fatty meals. 
They can be counted microscopically by dark-ground 
illumination. A notable reduction in the number of 
particles was observed when radiation therapy was given 
shortly after a fatty meal had been taken. The author 
believes that this decrease is due to an increased per- 
meability of the capillaries which allows the particles 
to escape from the blood stream more rapidly than 
normal. The effects of irradiation of the abdomen, the 
pelvis, and the bifurcation of the common carotid were 
particularly marked. The administration of histamine 
was found to produce effects on the chylomicron count 
closely resembling-those of irradiation. The theory 
that radiation sickness is related to the production of 
histamine-like substances at the site of irradiation is 
supported. John Millen 


1641. Influence of X-rays on the Frog’s Heart. (Uber 
Veranderungen am réntgenbestrahlten Froschherzen) 

E. Strahlentherapie [Strahlentherapie] 77, 
179-188, 1948. 13 figs., 8 refs. 


It has been noted in the irradiation of carcinoma of the 
oesophagus and mediastinal tumours that the patient 
may suffer from bradycardia and collapse, with pallor, 
sweating, and hypotension. 

The author investigated the effect of irradiation on the 
frog’s heart, using a short-distance tube of focal distance 
5 cm. with a circular field 2 cm. in diameter and emitting 
1,000 ra minute. Electrocardiographic needle electrodes 
were inserted in the chest wall and general anaesthesia 
with 1-5 ml. urethane hypodermically was used. Study 
of control animals showed that urethane had no effect on 
the heart. Death occurs in 1 to 2 hours after one or two 
irradiations with 10,000 to 20,000 r. The total dose can 
be increased to 40,000 r before death when the daily 
dose is 1,000 to 2,000 r. Electrocardiographic changes 
include a lengthening of the PR interval, widening of 
the ventricular complexes, automatic atria, transitory 
ventricular paralysis, and raising or lowering of the ST 
segment with flattening or inversion of T. 

These changes are thought to be due to the changes 
induced in the cell membrane and to a slowing down 
of oxidative resynthesis. The effects on vagus-sym- 
pathetic balance must also be considered. Histologically, 
the tissue becomes more compact and with the small 
doses punctate areas of coagulative necrosis appear. 
Larger doses spread over a period produce hyaline 
degeneration with marked leucocytic reaction: Making 
allowances for species differences, the author considers 


476 


the dosage used to be not much greater than that used 
clinically; he therefore recommends that, where possible, 
irradiation of carcinoma of the oesophagus should be 
carried out by radium as the penetration of x rays is 
relatively smaller. J. Maclean Smith 


1642. Effect of Discontinuous X-ray Therapy on Reticulo- 
cytosis in the Mouse. (Die Wirkung der diskontinuier- 
lichen R6ntgenbestrahlung auf die Retikulocytenwerte 
der Maus) 

I. G. Heeren. Strahlentherapie [Strahlentherapie] 77, 
383-386, 1948. 1 fig., 10 refs. 


The author has used the reticulocyte count in white 
male mice to compare the effects of discontinuous and 
continuous irradiation, the dose in both cases being 
100 r in 9 minutes. After continuous irradiation on 
the second or third day the reticulocyte count fell from 
an average of 5-5 to 2-5°%% and on the following day rose 
to 10-6 to 18-5%, subsequently rhythmically swinging 
between these values. After discontinuous irradiation, 
effected by a rotating lead shutter with an irradiation- 
interval relation of 1 to 2, the fall was less on the third 
day, namely to 3-6 to 4%, and the subsequent variations 
lay between 12:3 and 15-4%. With 16 intervals per 
second the figures were 3-6 and 16-5 to 31:2%. The 
author considers it possible to control the irradiation 
reaction of tissues by means of rhythmical interruption of 
irradiation. W. J. Czyzewski 


1643. The Significance of Giant Follicular Lymphadeno- 
pathy (Brill-Symmers Disease) 

E. M. UHLMANN. Radiology [Radiology] 50, 147-156, 
Feb., 1948. 2 figs., 7 refs. 


Giant follicular lymphadenopathy is a well-defined 
disease entity which may be followed by, or be trans- 
formed into, lymphatic leukaemia, polymorphous-cell 
sarcoma, or Hodgkin’s disease. It is unusual for the 
correct diagnosis to be made even by the haematologist, 
cases being confused with atypical Hodgkin’s disease, 
atypical sarcoma, or aleukaemic leukaemia. The 
disease is characterized by either localized or generalized 
enlargement of lymph nodes, often associated with 
splenomegaly. The lymph nodes are usually soft in 
consistency, may be as large as a grapefruit, and may 
remain unchanged for months or years. The patient's 
general condition is usually not affected. The disease 
occurs most frequently in the third and fourth decades 
of life. Histologically there is numerical and dimen- 
sional hyperplasia of the lymph follicles. Often the 
follicles are filled with large hypochromatic nuclei of 
various shapes. The peripheral zone of small lympho- 
cytes may be absent, or the whole follicle may exclusively 
be made up of these cells. Rupture of the follicles with 
escape of the cells into the surrounding tissues of the 
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lymph node is considered pathognomonic of poly- 
morphous-cell sarcoma. 

The author reviews 22 cases under his care since 1941. 
In 12 cases the disease was diagnosed by biopsy when 
the patients were first seen. Two patients eventually 
developed typical Hodgkin’s disease. Three cases were 
diagnosed histologically as giant follicular lymphadeno- 
pathy, but later post-mortem examination revealed 
leukaemia. In 1 case a condition originally diagnosed as 
benign later proved to be sarcomatous. 

Small doses of radiation (300 to 400 r) frequently 
cause diminution or disappearance of the lymph nodes, 
but these doses are often followed in a few months by 
recrudescence. The author states that “there are 
indications that if giant follicular lymphadenopathy is 
treated with large amounts of radiation, such as are used 
in the treatment of malignant diseases, the patients will 
remain free of symptoms for many years”. The disease 
should be treated from the beginning as potentially 
malignant, regardless of the benignity of the micro- 
scopical findings. John R. Nuttall 


1644. Lymphoid Tumors 

H. F. Hare, W. C. Murry, and C. F. SORNBERGER. 
Radiology [Radiology] 50, 506-514, April, 1948. 3 figs., 
13 refs. 


This paper, which comes from the Lahey Clinic, 
Boston, Mass., discusses the various types of lymphoid 
tumour, and their aetiology, incidence, clinical features, 
differential diagnosis, and treatment. An early diagnosis 
is indispensable for a successful x-ray treatment. The 
disease must be diagnosed while still localized, and then 
treated by a heavy dose, 2,400 r to the tumour, of x rays. 
Out of 181 patients treated, 50 were alive and well at the 
end of 5 years and 17 at the end of 10 years after the 
treatment. A. Orley 


1645. A Subsequent Report on Roentgen Therapy in the 
Carotid Sinus Syndrome 

C. A. STEVENSON and R. D. Moreton. Radiology 
[Radiology] 50, 207-210, Feb., 1948. 2 refs. 


The carotid sinus syndrome is usually of one of three ' 


types: (1) A reflex arc involving medulla, thalamic 
region, and cerebral cortex produces syncope. (2) A 
reflex arc through the sinus nerve and vagus nerve causes 
cardiac slowing or asystole. (3) A refléx arc through 
the sinus nerve and glossopharyngeal nerve to the 
cervical sympathetic ganglia causes a fall in blood 
pressure without cardiac slowing. Twenty-four cases 
are reviewed, in all of which pressure applied over the 
carotid sinus caused duplication of the attacks. Eight 
patients had the cerebral type of syndrome and 16 the 
vagal type. X-ray treatment at 200 kV, filtered with 
1 mm. Cu and 1 mm. Al at 50 cm. skin-focus distance, 
was employed, a dose of 400 r (in air) being given on 
one day to one side and on the next to the other side of 
the neck. A 10x 10cm. field was centred over the point 
at which pressure elicited a sinus response. Most of 
the patients had two or more courses of x-ray therapy. 
Ten patients obtained complete relief from their attacks, 


6 partial relief, 4 slight relief, and 3 none (1 was not 
traced). The patients were followed up for from 1 to 
8 years, 8 of the 10 who obtained ‘ complete relief” 
being observed for over 3 years. 


John R. Nuttall 


1646. Value of Functional Cholecystography (Comparison 
of the Oral Water Test and the Bronner Test in Normal 
Subjects). (In merito ad una colecistografia funzionale. 
Ricerche comparative fra la prova idrica orale e la prova 
di Bronner in medesimi soggetti normali) 

F. Hueser. Radiologia Medica [Radiolog. med., Torino] 
34, 263-271, May, 1948. 2 figs., 3 refs. 


The author admits the existence of two varieties of 
opacity of the gall-bladder—namely, basic or static 
opacity and stimulated or dynamic opacity. In order to 
determine the effect of the water test (taking a glass of 
tepid water) and of the Bronner test (ingestion of a raw 
yolk of egg) on the gall-bladder, the author carried out 
the investigation on normal individuals. From these 
investigations he concludes that the increase of the 
opacity after the water test must be attributed to an 
increase of bile concentration. It was not possible in 
every case to demonstrate the dynamic type of opacity 
after either the water test or the Bronner test. Both the 
water and Bronner test could increase or fail to increase 
the concentration of the bile in an arbitrary way. In no 
case was the contraction of the gall-bladder following the 
water test comparable to the contraction following the 
Bronner test. A, Orley 


1647. Diagnosis of Niches en plateau ’’. 
des niches en plateau) 
G. Axsot, J. TouLet, and H. Lirpaupe. Archives des 
Maladies de l’Appareil Digestif et des Maladies de la 
Nutrition [Arch. Mal. Appar. dig.] 37, 273-312, May— 
June, 1948. 30 figs., bibliography. 


(Diagnostic 


In France the term “ niche en plateau ”’ is restricted 
to the shallow projections with a flat base which are 
situated on a rather larger rigid area of mucosa. They 
are thus due to superficial ulceration of what is often 
abnormal epithelium. The authors review 81 cases 
published in the French literature and add 22 cases seen 
between 1941 and 1947. Of the published cases 17 are 
rejected as not being true “‘ niches en plateau’’. Of the 
86 acceptable cases 78 proved to be cases of malignant 
disease. Of the lesions in the 22 personal cases only 1 
was above the angulus, and 8 of the 21 below the angulus 
proved to be benign. 

[The radiographs are well reproduced, and most 
English radiologists would agree that the appearances 
shown warrant laparotomy. It is possible, however, 
that the incidence of malignancy .is exaggerated by the 
way in which the material has been selected. Several 
patients seem to have been referred for further radiology 
because of unsatisfactory response to treatment.] ; 

Denys Jennings 


See also Section Cardiovascular Disorders, Abstract 
1734. 
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1648. Alterations in Fibrin in Tuberculous Caseation. 
(Uber die Veranderungen am Fibrin bei tuberkuléser 
Verkdsung) 

W. Hess. Schweizerische Zeitschrift fiir Pathologie und 
Bakteriologie (Schweiz. Z. Path. Bakt.] 10, 260-272, 1947. 
21 refs. 


The present-day ideas on the pathogenesis of tuber- 
culous caseation are briefly reviewed and it is concluded 
that these are unsatisfactory. It was found that an 
aqueous glycerol extract (1 part water to 1 part glycerol) 
of tuberculous caseous material contains a thermolabile, 
non-dialysable enzyme-like substance, which when 
incubated for a few hours at 37° C. with fibrin will cause 
the latter to lose its characteristic staining properties 
by the Weigert method and eventually to be converted 
into an amorphous material, resembling an area of tuber- 


culous caseation. The optimum hydrogen ion concen- — 


tration for the action of this enzyme was between pH 
5-0 and 6-0. The same preparation has also an antitryptic 
activity. The extracts were prepared by shaking for 
2 hours 10 g. of caseous material with 30 ml. of 50% 
glycerol; the mixture was filtered and passed through a 
Seitz filter to free it from micro-organisms. [It is not 
stated whether the extracts were dialysed before incuba- 
tion with fibrin, and the exact composition of the 
incubation mixture is not given.] The sera of hyperergic 
guinea-pigs, about 6 weeks after their inoculation with 
a human strain of tubercle bacilli, had also the ability 
to convert fibrin into an apparently caseous material. 
The author puts forward the hypothesis that, after an 
allergic state in tuberculous infection has developed, this 
active substance passes from the bloodstream into the 
tissues together with fibrinogen, which after clotting in 
foci of infection is converted into the caseous material by 
the enzyme. G. Popjak 


1649. Intravenous Methylene Blue for Studying Fiber 
Degeneration in the Central Nervous System 

W. H. Feinper and A. C, ALLISON. Science [Science] 
107, 429, April 23, 1948. 1 fig., 3 refs. 


This method, details of which are given in Brain, 
1947, 70, 495, permits the study, under uniform condi- 
tions, of the nerves and nerve endings in any organ of 
the body including the central nervous system, and shows 
details such as boutons terminaux in the cortex, which 
are very difficult to stain by other technical methods. 
The method permits of dissection of tissues or of frozen 
or paraffin sections, but details for the latter have not 
yet been fully worked out. The authors point out that 
the method is valuable in studying degenerated nerve 
fibres within the central nervous system, fibres sectioned 
5 days before death staining more deeply than normal 
fibres, and also metachromatically [as was shown many 
years ago by Donaggio]. They have modified the 


method to some extent, first by injecting a stronger 
solution of the dye, and secondly by fixation in formol| 
saline after the bath of ammonium molybdate. 

J. G. Greenfield 
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1650. The Influence of Sulphonamides on the Develop- 
ment of Shope Papilloma in Rabbits. (Bnustue Hexoto- 
BHPyCHOH KPOJIHKOB) 

A. N. Krorkina and Z. A. PostnikovA. Apxue 
Maronorun [Arkh. Patol.] 10, No. 2, 24-31, March-April, 
1948. 4 figs., 6 refs. 


One of the authors had found that Shope papilloma, 
when implanted into Souhoumi rabbits “ took” in 
67%; in 87% of the latter the tumour grew progressively, 
and in 13% it regressed spontaneously. .The authors 
investigated the influence of sulphonamides—disulphan, 
sulphanilamide, and sulphathiazole—on the development 
of Shope papilloma in these rabbits. The drugs were 
rubbed into the surface of the tumour every 3 or 4 days 
after removal of the superficial crust. Bleeding, which 
frequently occurred, was stopped by covering the surface 
of the tumour with collodion. Three groups of animals 
were used. In the first group, 8 rabbits, bearing 1-year- 
old ulcerated papillomata found to be malignant by 
histological examination, were treated; 4 received 
sulphanilamide and 4 disulphan. No _ beneficial in- 
fluence was observed, the treated animals dying rather 
sooner than did the controls. Bleeding induced by 
removal of the crust on the surface of the tumour may 
have hastened death. In the second group, 12 rabbits 
with 1-5 to 2 month-old papillomata were employed. 
In 4 the tumour regressed and disappeared after treat- 
ment for from 1 month to 2 months, and 1 rabbit was 
cured after 7 months’ treatment. These 5 rabbits had 
superficially growing tumours; in 4 rabbits with tumours 
growing deep into the subcutaneous tissue, there was no 
regression of warts. No malignant changes, however, 
were seen in this group, although some rabbits survived 
for 11 months. The remaining 3 rabbits died from 
intercurrent infection. In the third group, 10 rabbits 
with papillomata from 3 to 6 months old, a part of the 
growth was treated. There was a marked diminution of 
warts in the treated parts and progressive growth in the 
control areas. After 15 days, the treated parts of the 
papilloma showed histologically a complete return to 
normal structure of the skin. In the control areas typical 
papillomata and malignant changes were observed. 

The authors state that inhibition of growth and regres 
sion of Shope papilloma can be obtained by repeated 
treatment with sulphonamides. There is no effect when 
malignant changes are present at the start of the treatment. 

L. Dmochowski 
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1651. Experimental Tumours of the Tongue. (Some 

Pathogenetic and Histogenetic Problems). (O6 sxcne- 
ONyXONAX ABbIKAa, (HeKoTOpsie 

naToreHesa rMcToreHesa)) 

Z. W. Apxus Ilaronorun [Arkh. Patol.] 10, 

No. 2, 31-40, March-April, 1948. 6 figs., 23 refs. 


At the Central Cancer Institute, Moscow, 100 rats 
each received at intervals of 3 weeks 5 injections of 
0-2 ml. of a 05% solution of 3,4-benzpyrene in sunflower 
oil. The injections were given into the tongue. Thirty 
control rats received similar quantities of pure sunflower 
oil. Sarcomata developed in 22% of the treated animals 
and in 31-4% of those which survived for more than 76 
days. The tumours were polymorphous-celled or spindle- 
celled sarcomata. In addition to locally induced 
tumours, 12% of animals developed tumours in the con- 
nective tissue and in the lymph nodes of the neck. 

Microscopical examination of areas into which the 
injections of the solution of the carcinogen in oil and of 
pure oil were given revealed some differences, which are 
described in detail. Pure oil was found in the form of 
drops of different size and form. After approximately 
7 days the droplets became spherical and surrounded 
by proliferating stroma and inflammatory tissue, and 
after 3 to 6 weeks a fibrous capsule developed. The oil 
drops became smaller as time went on, and after 300 to 
400 days they were only occasionally found, or were not 
present at all. Oil drops containing the carcinogen did 
not cause the inflammatory reaction observed around 
pure oil. The droplets were larger and the surrounding 
fibrous capsule was poorly developed. Absorption of 
oil with benzpyrene was much slower than that of pure 
oil. This is interpreted as a result of an inhibitory 
influence of the carcinogen on the tissue activity con- 
cerned with absorption. 

[The author is not apparently aware of similar investi- 
gations of histological changes in the subcutaneous 
tissues of mice during the production of sarcoma by 
carcinogenic: hydrocarbons, carried out by Orr. In 
these investigations paraffin pellets containing various 
carcinogenic and non-carcinogenic hydrocarbons were 
employed and the influence of these hydrocarbons on 
connective tissue during the latent period of tumour 
formation was studied. By this method the pellets were 
localized and could easily be removed and studied at 
different periods.] L. Dmochowski 


1652. On the Morphology of Mammary Carcinoma in 
Strain A Mice. (K mopdonorun paka 
MBILUeH NHHHH A) 

S. A. Apxus [Arkh. Patol.] 10, 
No. 2, 48-53, March-April, 1948. 6 figs., 10 refs. 


Fifty-seven mammary tumours of Strain A mice main- 
tained in the laboratory for 3 years were examined 
histologically, together with 15 mammary glands of mice 
which had not reached the tumour age. Solid undifferen- 
tiated carcinoma was found in 21 mice, adenocarcinoma 
in 20 (6 small-celled intra-acinous carcinomata resembling 
benign adenoma and 14 adenocarcinomata), cystadenoma 
in 14, and keratinizing type of tumours in 2 mice. Out 


of the 21 mice with solid carcinoma, 6 had metastases 
in the lungs; in the whole series, however, metastases 
were found only in about 10%. Two types of pro- 
liferation of the mammary gland epithelium are described: 
(a) intracanalicular, with proliferation of the alveolar 
and duct epithelium into the lumina, leading to cyst- 
adenocarcinoma; (5) the less common pericanalicular 
type with a tendency to the formation of small-celled 
intra-acinous carcinoma. 

{It seems that the number of mice on which this 
investigation is based is rather small for any definite 
conclusions. The figures for frequency of the various 
types of carcinoma as well as of lung metastases may 
therefore be misleading.] L. Dmochowski 


1653. Cholesterol Content of Blood of Mice in Induced 
Tumours. (O xonecrepHHa B KDPOBH 
IIpH OMyXONAX y 

F, M. Hatetrzkata. Apxus [latonoruu [Arkh. Patol.] 
10, No. 2, 40-44, March-April, 1948. 4 figs., 16 refs. 


Three groups of mice were employed in these experi- 
ments at the Institute of Normal and Pathological 
Morphology, Moscow. Into mice of the first group 
the Ehrlich carcinoma was implanted; mice of the 
second group were painted with tar, and mice of the 
third were painted with 3,4,8,9-dibenzpyrene. Deter- 
minations of cholesterol content were carried out in 
0-1 to 0-2 ml. of blood taken from the tail. 

The average cholesterol content of blood of 30 control 
mice was 74 mg. per 100 ml. In 48 mice with implants 
of Ehrlich carcinoma there was no significant difference 
in cholesterol content 6, 12, 25, and 30 days after the 
tumour implantation. In 131 mice painted with tar 
over a period of 4 to 4-5 months (50 paintings) the 
cholesterol content was estimated once a month. Addi- 
tional determinations were carried out in mice at the 
time of appearance of warts and of their malignant 
transformation. The highest cholesterol content was 
found at the time of the appearance of warts (110 mg. 
per 100 ml.) and at the time of their malignant trans- 
formation it fell to 87 mg. per 100 ml. In mice painted 
with benzpyrene similar results were obtained. 

The rise in cholesterol content in blood during the 
appearance of warts and its fall after the occurrence of 
malignant change are compared with the increase in the 
cholesterol content in women with early carcinomatous 
changes and its fall in advanced stages of cancer. 

L. Dmochowski 


1654. in vivo Staining and Retardation of Tumors in 
Mice by Acridine Compounds 

M. R. Lewis and P. P. GOLAND. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 215, 282-289, 
March, 1948. 22 refs. 


‘Inbred Wistar mice, in which tumours (sarcomata) 
had been induced by 1,2,5,6-dibenzanthracene, received 
331 acridines, usually in the proportion of 0-4% of 
the diet. Mice bearing spontaneous mammary gland 
carcinomata were treated in the same way. The majority 
of the acridine compounds had been prepared for the 
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Antimalarial Survey; the remainder were mainly dyes. 
Of the substances 204 accumulated in the tumours and 
stained them. All these substances bore amino groups 
and most of them retarded the growth of the tumour to 
such an extent in 33 that the tumours attained only 
from one-tenth to one-eighteenth of the size reached in 
control untreated mice. By 16 of these substances, 
tumour growth was so retarded that the mice remained 
healthy and had tumours of from one-twentieth to one- 
fortieth of the size of those in control mice, these un- 
treated mice dying within 14 to 16 days with tumours 
measuring 8,000 to 11,000 c.mm. These highly active 
compounds included mepacrine and a number of 
- analogous substituted acridines. It is emphasized that 
the administration of these acridines did not prevent 
tumour growth or bring about regression of tumours 


already formed. However, a remarkable slowing of | 


the rate of tumour growth was demonstrated. 
A. Albert 


1655. Hydrolysis of Protein in Cartilage and Bone 
P. Pincus. British Medical Journal [Brit. med. J.] 1, 
687-689, April 10, 1948. 4 figs., 10 refs. 


In this preliminary report of an investigation on dental 
caries the author demonstrates the proteolytic action of 
a Gram-negative bacillus resembling Proteus morgani 
which he has isolated from carious material. He made 
150 cultures by scraping recently extracted teeth with a 
slowly revolving sterile dental burr into nutrient broth. 
Lysis of small pieces of cartilage covered by 0-9% 
sodium chloride was indicated by the slow sinking of 
light wooden sticks carrying paper markers, when 
incubated at 37° C. with the broth cultures of various 
material. After 2 to 4 days a Gram-positive short- 
chain faecal streptococcus (so-called Enterococcus) 
predominated, but later the Gram-negative bacillus out- 
numbered all other forms and lysis of cartilage was 
complete in 7 to 10 days, the white pieces having darkened 
to a yellow powdery mass with the odour of protein 
degradation products. Isolation of the Gram-negative 
bacillus in pure culture was facilitated by the use 
of penicillin media. Its proteolytic action was also 
demonstrated on sericin (raw silk) and on pieces of bone 
from the femur of the cow. E. T. Ruston 


1656. The Immunochemistry of Mouse Tissue Com- 
ponents: II. The Comparative Antigenic Composition of 
Homologous and Heterologous Mouse Tumor Transplants 
E. S. MAcuULLA. Yale Journal of Biology and Medicine 
[ Yale J. Biol. Med.] 20, 343-368, March, 1948.. 35 refs. 


The antigenic composition of 8 mouse tumours has 
been compared with that of normal mouse tissues by 
serological methods. Antisera were prepared to saline 
extracts, residues, and nucleoprotein fractions of various 
normal mouse tissues, and were tested against similar 
fractions prepared from mouse tumours. Higher titres 
were observed with spleen antisera than with antisera 
developed to other organs. The author has previously 
shown that mouse-tissue nucleoprotein antisera reacted 
specifically with nucleoprotein from the homologous 
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organ, but no such specificity could be observed between 
nucleoprotein antisera and tumour extracts. A similar 
series of experiments was carried out in which antisera 
to mouse-tumour extracts were tested against extracts 
of normal mouse organs. It was concluded that the 
mouse tumours possessed certain antigens in common 
with mouse spleen and lung, while the tumour nucleo- 
proteins were distinct from those of mouse tissue. It 
was also found that growth in the anterior chamber of 
the guinea-pig eye reduced the reaction titre between 
tumour extracts and their own antisera, showing that 
heterologous transplantation thus causes a change in 
antigenic structure. D. J. Bauer 


MORBID ANATOMY 
1657. The Pathology of Hypersplenism 


E. von HaAam and A. J. Awny. American Journal of 
Clinical Pathology [Amer. J. clin. Path.) 18, 313-322, 
April, 1948. 13 refs. 


The authors summarize the histology of 134 patho- 
logically enlarged and 50 normal spleens. 

In haemolytic icterus, both congenital (42 cases) and 
acquired (3 cases), the most striking finding was an 
extreme engorgement of the splenic pulp with red cells, 
while the sinusoids were collapsed and empty. The 
reticulo-endothelial cells of the pulp showed marked 
hyperplasia and sometimes erythrophagocytosis. 
Haemosiderosis of the spleen was conspicuous in 35 
cases. The pulp contained few neutrophils and fewer 
eosinophils. In the sinuses there were red cells, leuco- 
cytes, and phagocytes containing erythrocytes. The 
endothelial cells of the ellipsoids and sinusoidal walls 
always showed phagocytic activity. The lymphoid 
follicles, arteries, and arterioles were normal. 

In essential thrombocytopenic purpura (36 cases) there 
was slight to moderate enlargement of Billroth’s cords of 
the pulp, with a great increase in cellularity. The meshes 
of the pulp contained numerous polymorphonuclear 
leucocytes, a few eosinophils, and many reticulo-endo- 
thelial cells, but there was little evidence of phagocytosis. 
Nodular accumulations of reticulo-endothelial cells, 
without lymphocytes, formed ‘ pseudofollicles”’. The 
sinusoids were usually dilated, and in 30 cases contained 
what seemed to be platelet thrombi either obstructing the 
lumen or lying along the endothelial borders. The 
lymphoid follicles were enlarged in all the cases, and the 
germinal centres were prominent in patients under 40 
years of age; there was a prominent peri-follicular zone 
of reticulum cells. 

In 11 cases of splenic neutropenia the principal ab- 
normalities were enlargement of Billroth’s cords by 
reticulo-endothelial hyperplasia and phagocytosis of 
granulocytes. Erythrophagocytosis was also noted in 
3 cases. The number of red cells in the pulp was dimin- 
ished, but polymorphonuclear leucocytes were more 
numerous than in the normal. The sinusoids were. 
dilated in all cases and contained many leucocytes; 
the lining endothelial cells phagocytosed red, but not 
white, cells. The lymphoid follicles were enlarged in 
9 cases. In 10 cases of splenic panhaematocytopenia 
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there was a moderate to marked increase in size of the 
pulp due to reticulo-endothelial hyperplasia and in- 
filtration with red and white cells. Both erythrocytes 
and leucocytes were phagocytosed. The sinusoids were 
rather dilated and contained numerous leucocytes and 
macrophages and a few red cells. Haemosiderosis was 
greater than normal in all the cases. [It is to be noted 
that Doan bases the diagnosis of splenic neutropenia and 
panhaematocytopenia on the diminution of one or more 
of the circulating elements of the blood, normal or 
increased bone marrow activity, splenic enlargement, 
an increase in the number of the deficient blood elements 
after subcutaneous injection of adrenaline, and a com- 
plete cure by splenectomy.] 

No new observations were made on the spleens from 
32 cases of “‘ secondary hypersplenism”’, including 16 
cases of Banti’s syndrome. The authors conclude: 
“It seems obvious that the process of blood destruction 
in the hyperplastic spleen cannot be explained by the 
process of phagocytosis alone”, They postulate “a 
humoral factor which either actually destroys formed 
elements of the blood or renders them destructible ’’, and 
promise to produce evidence of such a factor in a later 
publication. Martin Hynes 


1658. Aetiology of Erythema Nodosum. (Zur Aetiologie 
des Erythema nodosum) 

G. MitescHer. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 78, 269-273, March 27, 
1948. 5 figs., 15 refs. ‘ 


The author studied the nodules which appeared in 
15 cases on the first day of an exanthem due to sulpha- 
thiazole, and found granulomatous lesions which histo- 
logically corresponded completely with the lesions in 
26 cases of erythema nodosum. In both conditions, 
besides the indefinite signs of an acute inflammatory 
condition, nodules of a granulomatous nature were 
often present, characterized by a palisade structure and 
radial arrangement. In these nodules giant cells gradu- 


ally form. The finding of these nodules is contrary to — 


the present-day theory that erythema nodosum is a 
pathogenetic entity, but suggests that it is a reaction due 
to various agents. Harold Jarvis 


1659. Aseptic Necrosis of Pancreas Due to Arterial 
Thrombosis in Malignant Hypertension 

W. Pacet and A. L. Wooxr. British Medical Journal 
[Brit. med. J.] 1, 442-443, March 6, 1948. 2 figs., 9 refs. 


The authors’ brief review of the literature makes it 
apparent that there is some confusion over the relation, 
if any, between aseptic pancreatic necrosis resulting from 
infarction and acute haemorrhagic pancreatitis with fat 
necrosis. They describe a fatal case of malignant 
hypertension with uraemia. At necropsy the pancreatic 
duct was normal, but the pancreas itself was swollen 
and hard owing to the presence of 10 small anaemic 
infarcts and 1 large one, each surrounded by a charac- 
teristic narrow haemorrhagic margin. There was no 
evidence of fat necrosis or of acute haemorrhagic pan- 
creatitis. Histological examination revealed marked 


arteriosclerosis of the small arteries with partial or 
complete thrombotic occlusion of many of them. 
The authors point out that neither the clinical nor the 
anatomical findings resembled in any way those seen in 
acute haemorrhagic pancreatitis; they doubt whether a 
vascular factor operates in the production of this disease. 
They rightly stress the existence of infarction of the 
pancreas as distinct from acute haemorrhagic pancreatitis. 

R. B. T. Baldwin 


1660. The Frequency of Megakaryocytes in Autopsy 
Sections 

R. Britt and M. M. HALPERN. Blood [Blood] 3, 286- 
291, March, 1948. 3 figs., 18 refs. 


Megakaryocytes have been reported in various tissues, 
especially the lungs, from time to time. Their presence 
in the lungs has led some workers to suggest that they 
are actually formed there. The present authors examined 
tissue from 50 patients with various diseases. Mega- 
karyocytes in peripheral capillaries of sections stained by 
the routine haematoxylin and eosin method have a 
different appearance from those seen in the bone marrow; 
the cells are often round, and have an abundant pink cyto- 
plasm, and the nucleus is usually lobed, but may be 
pyknotic. These cells can easily be identified by their 
relatively enormous size. Megakaryocytes were found 
in the lung capillaries of every case; in other organs they 
were less common, being present in the spleen in 62%, 
the kidney in 36%, the liver in 34%, and the heart in 13%. 
Only when megakaryocytes were relatively numerous in 
the lungs were cells found in the capillaries of other 
organs; the spleen was most likely to contain mega- 
karyocytes unless the number in the lungs was unusually 
large. The authors conclude that megakaryocytes are 
delivered to the lungs in the peripheral blood and are 
there filtered off in the capillary bed. Only if unusually 
large numbers of megakaryocytes are being formed in the 
marrow and escaping into the peripheral blood do cells 
pass the lungs and into the capillaries of other organs. 

M. C. G. Israéls 


1661. Morbid Anatomy of Epidemic War Nephritis. 
(Die pathologische Anatomie der Kriegsnephritis) 
E. RANDERATH. Deutsches Archiv fiir Klinische Medizin 
[Dtsch. Arch. klin. Med.| 193, 119-123, 1948. 16 figs., 
bibliography. 


The aetiology of war nephritis is not clear. Cold 
may act as a prediposing factor. The epidemic occur- 
rence points to an infective agent; it may be a specific 
infection. Allergic reaction of the glomeruli may play 
an important part in pathogenesis. Anatomically it is 
a diffuse glomerulonephritis. Two primary disturbances 
are suggested: (1) A decreased flow of blood through 
the glomeruli, which may lead eventually to hyaline 
degeneration. The relatively good prognosis is due to 
the fact that in many cases this ischaemia is not so 
pronounced. (2) An increased permeability of the 
glomerular capillaries, responsible for the prominent 
nephrotic component in the clinical picture. The pro- 
tein demonstrable in Bowman’s capsule may in later 
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stages—not earlier than the seventh week—be stained by 
fat-staining dyes; this is undoubtedly connected with the 
lipaemia and with the appearance of casts with similar 
staining properties. Changes in the tubules are thought 
to be secondary; their presence does not explain the 
nephrotic symptoms. They are absent during the first 
3 to 4 weeks; atrophy of the tubules may then appear, 
sometimes with hyaline drops in the cells; these are not 
signs of degeneration, but are due to reabsorption of 
proteins from the glomerular urine. Lipid drops in the 
cells of tubules and interstitial tissue are likewise explained 
by storage of lipids reabsorbed from urine. Haemo- 
siderosis of the cells of the cortex and interstitial tissue, 
observed sometimes in later anaemic stages of the disease, 
is also a reabsorption phenomenon. O. Neubauer 


1662. Post-vaccinal and Measles Encephalitis. Virus 
Infection or Allergic Condition? (Zur Frage der para- 
infektidsen (perivenésen) Encephalitis (Impf- und 
Masernencephalitis). Virusinfektion oder allergische 
Krankheit?) 

W. VOLLAND. Virchows Archiv fiir Pathologische 
Anatomie [Virchows Arch.] 315, 173-196, 1948. 3 figs., 
55 refs. 


The author discusses the various theories which have 
been advanced on the pathogenesis of encephalomyelitis 
following vaccination, measles, and influenza. He finds 
no support for the allergic theory, as none of the charac- 
teristic cellular reactions of allergic disease, such as 
rheumatic nodules, is found in the bodily organs in 
patients with encephalitis. He does not, however, ex- 


clude the possibility that allergy may play some part in the 
pathogenesis of the disease. He is impressed by the 
similarity of the lung lesions, which appear to be direct 
results of attack by the viruses of vaccinia, measles, and 
influenza, to the cerebral lesions. The article does not 
seem to throw any new light on this difficult problem. 
J. G. Greenfield 


1663. ‘* Endophlebitis Obliterans Universalis ”’, 
especially of the Pulmonary Veins, with subsequent 
Cor Pulmonale. (Endophlebitis obliterans universalis, 
vorwiegend der Lungenvenen, mit konsekutivem Cor 
pulmonale) 

C. MANZINI. Schweizerische Zeitschrift fiir Pathologie 
und Bakteriologie [Schweiz. Z. Path. Bakt.] 10, 309-322, 
1947. 4 figs., 34 refs. 


The case of a 63-year-old woman, who died of right 
heart failure, is described. At necropsy generalized 
lesions of the entire venous system were found, consisting 
of intimal proliferations with recent or organized and 
recanalized thrombi. There was no_ periphlebitis. 
Veins of all sizes were affected, but the lesions were 
especially widespread and of great severity in the lungs. 
Secondary thrombosis after pulmonary embolism was 
excluded as the cause of the changes in the veins of the 
lungs. The obliteration of the pulmonary veins resulted 
in hypertension within the lesser circulation, as shown by 
the atheromatous changes in the pulmonary arteries and 
the severe hypertrophy and subsequent failure of the right 


ventricle of the heart. The author contends that the 
condition is not identical with phlebitis migrans, becaug 
no periphlebitis was associated with the lesions of the 
veins and because the intimal proliferations together 
with the thromboses dominated the picture. The 
author suggests the term “endophlebitis obliterans 
universalis ” for the disease and considers that it may be 
of allergic origin. G. Popjak 


1664. Differentiation of Oat-cell Carcinomata of the 
Lung. (Uber Differenzierung in Oat-cell-Karzinomen 
der Lunge) 

G. F. Hoessty. Schweizerische Zeitschrift fiir Pathologie 
und Bakteriologie [Schweiz. Z. Path. Bakt.] 10, 302-308, 
1947. 1 fig., 13 refs. 


A case of oat-cell carcinoma of the bronchus is 
described. The tumour contained foci of differentiation 
into a squamous-cell carcinoma with the formation of 
** horny pearls ” especially in the metastases in the liver, 
The hypothesis is put forward that oat-cell carcinomata 
are really undifferentiated epitheliomata derived from the 
common matrix cells of the bronchial epithelium with 
potentialities for differentiation not only into squamous 
carcinomata, but also into adenocarcinomata. 

G. Popjak 


1665. Miliary Tuberculosis of the Aorta. (Die miliare 
Aortentuberkulose. Betrachtungen anhand einer Miliar- 
tuberkulose mit tuberkuléser Lebercirrhose) 

P. WaseR. Schweizerische Zeitschrift fiir Pathologie und 
Bakteriologie (Schweiz. Z. Path. Bakt.] 11, 29-41, 1948. 
8 figs., 23 refs. 


A case is reported in which a young adult showing 
radiologically a primdrkomplex in his right lower lobe 
developed miliary tuberculosis and tuberculosis of his 
right sacro-iliac joint and died 4 months after the 
appearance of the first symptoms. Necropsy revealed, 
in addition to the usual appearances of tuberculous 


' meningitis, tuberculous cirrhosis of the liver with nodules 


resembling Boeck’s sarcoid and miliary tuberculosis of 
the aortic intima. Histological examination of the aortic 
lesions showed nodules at the extreme inner surface of 
the intima projecting into the lumen; these arose just 
under the endothelium and pushed it up; small thrombi 
formed on its surface. The nodules showed a central 
basophil necrotic zone with fragments of nuclei and 
polymorphonuclear leucocytes, and were surrounded by 
similar cells and occasional epithelioid cells. The 
intimal tissue was replaced by fibrinoid material. Acid- 
fast bacilli were present in enormous numbers round the 
edges of the lesion. The underlying intima was thickened 
and replaced by hyaline material; there were occasional 
perivascular adventitial lesions but the media was 
unaffected. 

It is concluded from the development of the lesions 
that they were due to dumping of tubercle bacilli on the 
aortic endothelium, possibly in areas already damaged 
by atheroma or arteriosclerosis, and that tuberculosis 
of the vasa vasorum played no part in their production. 

C. L. Oakley 
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1666. Secondary Malignant Disease of the Heart — 
R. W. Raven. British Journal of Cancer (Brit. J. Cancer] 
2, 1-7, March, 1948. 15 refs. 


This paper analyses 51 cases of secondary tumours in 

the heart or pericardium from the necropsy records of the 
Royal Cancer Hospital. The primary tumours were 
distributed amongst most of the organs of the body. 
Carcinoma of the breast was the commonest primary 
tumour (14 cases); secondary growth usually involved 
the pericardium, alone or together with the heart muscle, 
and was sometimes first manifested many years after 
radical extirpation of the primary tumour, periods of 
5 and 16 years being recorded. 
_ The pericardium was sometimes normal save for an 
isolated secondary tumour, but otherwise pericardial 
effusion, fibrous obliteration, or obliteration by massive 
deposits of tumour were found. Hydrothorax and 
ascites resulted from cardiac failure. The symptoms 
sometimes resembled those of subacute bacterial endo- 
carditis. Dyspnoea, tachycardia, and cardiac irregulari- 
ties such as auricular fibrillation or flutter were frequent 
outstanding signs. Some symptoms were attributable 
to the location of the tumour, causing heart-block, or to 
pericardial or pleural effusion but were not patho- 
gnomonic and further investigations were required to 
establish the diagnosis, including paracentesis for peri- 
cardial effusion and cytological examination of the fluid 
for tumour cells, radiological examination of the heart 
including tomography, and electrocardiography; the 
value of this last proceeding is emphasized. When the 
primary tumour is known to be radiosensitive, high- 
voltage x-irradiation may be useful in the diagnosis and 
treatment of cardiac secondary growths. L. Foulds 


1667. Pathological and Anatomical Study of a Case of 
“Cured” |§Milkman’s Syndrome.  (Pathologisch- 
anatomische Untersuchungen bei einem Fall von 
geheiltem Milkman-syndrom) 

A. Kinp. Schweizerische Zeitschrift fiir Pathologie und 
Bakteriologie: [Schweiz. Z. Path. Bakt.] 10, 143-168, 
1947. 10 figs., 30 refs. 


The literature on Milkman’s syndrome is reviewed and 
the case of an undernourished 79-year-old single woman, 
who suffered from this disease, is described. The patient 
complained of severe pains in her bones; her entire 
skeleton was tender on pressure, and her ribs were soft. 
X-ray examination revealed, apart from generalized 
diffuse osteoporosis, pseudo-fractures of the os pubis and 
ulnae, fractures of the ribs, and heart-shaped deformity 
of the pelvis. There was early formation of uncalcified 
callus around the pseudofractures of the os pubis. Cal- 
cium and phosphorus levels in blood were normal, 
but the amount of [alkaline] phosphatase was increased. 
No disturbance of calcium balance was found. A biopsy 
specimen taken from the iliac crest showed changes 
typical of senile osteomalacia. 

The skeletal pains disappeared rapidly after treatment 
with large doses of calcium phosphate and vitamin D, 
but x-ray examination revealed only slow improvement 
in the calcification of the bones. In an accidental fall, 


about 9 months after admission to hospital, the patient 
fractured her right femur; the fracture healed with good 
callus formation in 3 months. Fifteen months after 
admission the patient was regarded as cured, but after 
an attack of asthma she died with cardiac failure. 
Necropsy revealed cardiac hypertrophy and dilatation of 
both ventricles, atherosclerosis of coronary and other 
arteries, arteriolosclerotic contraction of kidneys, pul- 
monary oedema, and emphysema. The histological 
examination of the bones disclosed extensive osteo- 
necrotic changes and microscopical fissures. It is con- 
cluded that Milkman’s syndrome is due to aseptic trau- 
matic necrosis of bone tissue. G. Popjak 
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1668. A Method for the Determination of Plasma Cata- 
lase and the Values Obtained in Normal Adults 

R. S. Ditte and C. H. Watkins. Journal of Laboratory 
and Clinical Medicine |J. Lab. clin. Med.] 33, 480-486, 
April, 1948. 3 figs., 7 refs. 


A method for the determination of catalase activity of 
human plasma has been presented. The normal values 
obtained in fifty adults were found to range from 4-2 to 
9-5 catalase units per cubic centimetre of plasma, the 
mean being 6-9 catalase units. No correlation was 
apparent between the catalase activity of the erythrocytes 
and the catalase activity of the corresponding plasma.— 
[Authors’ summary.] 


1669. Plasma Catalase in Hemolytic Diseases and Other 
Abnormal States 

R. S. Ditte and C. H. WATKINS. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 33, 487-496, 
April, 1948. 1 fig., 3 refs. 


A discussion of various disease states in which in- 
creased plasma catalase might theoretically be expected 
has been presented. Using a method previously 
described, plasma catalase values have been determined 
in a number of disease states in which elevated levels 
might be expected. Elevated levels were found in 
acquired hemolytic anemias and in some familial hemo- 
lytic anemias. Differences in plasma catalase of splenic 
arterial blood and venous blood were found. Increased 
plasma catalase values were present in pernicious 
anemias and rapidly fell to normal with treatment. 
Increased amounts of catalase were present in the plasma 
in some cases of chronic renal disease. Moderate to 
marked plasma catalase activity was found after prostat- 
ectomy in which distilled water was used as the irrigating 
medium. Sundry other diseases in which excessive 
plasma catalase would not be expected gave normal. 
values. The determination of plasma catalase may be of 
practical value in diagnostic problems. 

The ratio of hemoglobin to catalase did not vary from 
normal in the disease states studied. Thus, variation in 
the catalase of erythrocytes was not a determining factor 
in the changes from normal found in plasma catalase in 
the cases presented.—[Authors’ summary.] 
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1670. Evaluation of Papanicolaou’s Method of Cancer 


Diagnosis 

J. B. Wires and C. A. Hettwic. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] 18, 283-292, 
April, 1948. 12 figs., 14 refs. 


Papanicolaou claims to be able to diagnose cancer with 
considerable accuracy by examination of thin smears of 
material aspirated from the posterior fornix of the vagina. 
He uses a special trichrome stain, but the authors found 
a simple haematoxylin and eosin stain to be equally 
satisfactory. They consider the nuclear changes de- 


scribed by Papanicolaou to be the most reliable criteria” 


of cancer in these preparations, but they doubt whether 
single cancer cells can be recognized with certainty in 
smears. 

By examination of histological material they were able 
to verify their interpretation of smears from 70 patients. 
The smears from 44 were negative, but 2 of these patients 
were later proved to have endometrial carcinoma, and 
1 had a carcinoma of the cervix. Smears from 23 
patients were positive, but 2, of these patients were 
considered, after curettage, biopsy, and follow-up 
examination, to be free from malignant disease. The 
smears from the remaining 3 patients were termed 
suSpicious, but in 2 the ** anatomic and clinical findings ” 
did not suggest cancer. The “ false-negative’ rate was 
thus 7%, and the “* false-positive ’’ rate 16%, if suspicious 
smears were included in this category. The false-positive 
results were due to the impossibility of distinguishing 
in smears between cell changes due to malignancy, 
irradiation, and chronic inflammation. The authors 
conclude that “* Papanicolaou’s method has a definite, 
but limited, usefulness wherever biopsy or curettage is not 
feasible ’’, but is particularly liable to fail in cases of 
endometrial carcinoma. Martin Hynes 


1671. Use of Wright’s Stain in Diagnosis of Malignant 
Cells in Bronchial Aspirations 

L. W. DicGs. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 18, 293-302, April, 1948. 6 figs., 
3 refs. 


The author believes that Wright’s blood stain is as 
suitable as Papanicolaou’s stain for the recognition of 
malignant cells in material aspirated at bronchoscopy. 
He describes and illustrates the changes, characteristic 
of malignancy, especially of nuclei, but he presents no 
data to show the reliability of his diagnoses. 

Martin Hynes 


1672. Serum Protein Fractions of Normal Old People. 
(Fraktionering af serum-proteinerne hos normale gamle) 
J. Bock. Nordisk Medicin [Nord. Med.] 38, 792-797, 
April 16, 1948. 2 figs., 18 refs. 


Serum protein fractionation was carried out by the 
ammonium-sulphate method of Henriques and Klausen 
on 41 men and 35 women between the ages of 60 and 
95 years. None of the subjects was bedridden, nor did 
any of them suffer from any infection or other condition 
known to interfere with protein metabolism. The 
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samples were taken between 5 and 6 a.m., the subjects 
being awakened for the purpose. There was a slight 
but significant fall in serum-protein content with 
advancing years, the fall being in the albumin fraction, 
In the women below 80 the total serum protein 
was 6°64+0-39% and the relative albumin fraction 
65-9+6-18%; in those between 80 and 95 it was 
6:24+0-37%, with the albumin fraction 60-0+-5-9% of 
the total protein. The corresponding figures for the 
men were: below 80 years—protein 6°63-0-3%, pro- 
portion of albumin 63-6+5:32%; above 80 years— 
protein 6-33+0-28%, albumin 58-6+5-49%. The author 
suggests that the phenomenon may be due to reduced 
appetite or to a decline in the capacity of protein-forming 
organs. B. Nordin 


1673. The Effect of Operation and Illness on Clot 
Retraction: Description of a New Method 

J. S. Hirscupoeck. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med. 33, 347-355, March, 1948, 
7 figs., 6 refs. 


The author points out that important factors in 
phlebothrombosis and pulmonary embolism, apart 
from vascular endothelial damage and slowing of the 
circulation, are an increase in thrombocytes and fibrino- 
gen, and a relative increase in plasma. His thesis 
is that, although these latter factors may enhance coagula- 
tion, their most important effect lies in their creation 
of a strongly retracting, tough clot which is susceptible 
to embolic detachment because of its retractility. There- 
fore, a study of the thrombotic diathesis or ‘* hyper- 
coagulability *’ should include measurement of the clot 
retraction time. 

A new method with capillary blood is described. A 
drop of blood is suspended in a test-tube filled with castor 
oil by “ planting” it from a Sahli pipette on the oil 
surface from which it submerges into the oil, hanging by 
surface attraction to the meniscus. The beginning of 
clot retraction is readily seen by a dimpling of the clot 
surface with extrusion of a tiny droplet of serum. This 
is the end-point of the test, referred to as clot retraction 
time. 

This was found in normal subjects to be 20 minutes or 
longer, the average being 33-1 minutes. Times longer 
than 50 minutes were seen only in thrombocytopenia and 
erythraemia, and in persons with a coagulation defect. 
It was considerably shorter than normal in 76% of 
patients during the post-operative period and also in 
almost one-fourth of all general medical hospital patients. 
Previously (Amer. J. med. Sci., 1943, 205, 727) a shorten- 
ing of the clot retraction time had also been observed 
in patients who had had a recent pulmonary embolism. 

The test is said to be suitable for the control of heparin 
therapy but is not reliable during dicoumarol treatment 
as there is no correlation between the prolongation of the 
clot retraction and the prothrombin time. H. Pollak 


1674. Clotting of Plasma and Silicone Surfaces 
T. B. Patron, A. G. Ware, and W. H. Seecers. Blood 
[Blood] 3, 656-659, June, 1948. 1 fig., 6 refs. 


= 
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1675.: Food Protein Effect on Plasma Specific Gravity, 
Plasma Protein, and Hematocrit Value 

T. Appis, H. Gray, and E. Barrett. Journal of 
Experimental Medicine [J. exp. Med.) 87, 353-368, April, 

1948. 1 fig., 14 refs. 


The first of these observations were made in 1940 when 
10 volunteers took during 3 successive weeks 0-5, 1:5, 
and 2:5 g. of protein per day per kilo body weight. The 
food in which these quantities of protein were given was 
of an adequate calorie value. There was no limitation 
of water or salt consumption. During each week the 
diets were taken from Monday to Friday inclusive, 
while on Saturdays and Sundays no restrictions of any 
sort were imposed. Haematocrit values were estimated 
on blood taken at 11-45 a.m. on the fourth and fifth 
days of each of the 3 diets. The blood was withdrawn 
into a vaselined syringe and 6 ml. was transferred to a 
graduated cylinder containing 12 mg. of dry potassium 
oxalate. After inversion the tube was centrifuged for 
exactly 5 minutes at 3,500 revolutions per minute. The 
percentage of total volume occupied by the red cells 
was taken as the haematocrit value. The specific 
gravity of the plasma was estimated by the falling drop 
technique. 

The second series of investigations was made on 
10 volunteers in 1945, under the same dietary conditions. 
The standard Wintrobe technique was used for the 
haematocrit values, and the specific gravity was estimated 
by the method of Philips et al. (Bull. U.S. Army Dept., 
1943, 71, 66). The results showed, in both series of 
observations, that as the protein in the diet increased the 
specific gravity also increased, while the haematocrit 
values fell as shown in the following table. 


Mean Specific Gravity and Hematocrit Values 


1940 Experiment 
; Specific Gravity | Hematocrit Value 
Protein Intake (Kagan) as 5 minutes at 
Protein 3,500 r.p.m. 
G. per kilo body G. per 100 mil. | Per cent. 
weight | 
0:5 68 50-0 
1-5 69 47-9 
2°5 7-2 47-1 
1945 Experiment 
; Specific Gravity | Hematocrit Value 
Protein Intake (CuSO,) as 35 minutes at 
Protein over 3,000 r.p.m. 
G. per kilo body G. per 100 mi. Per cent. 
weight 
0-5 7:4 46-6 
1-5 7-6 45-5 
2°5 8-0 43-6 


Though these figures are significant by the commonly 


employed statistical criteria, the authors also interpret 
the results by Fisher’s method of the analysis of variance. 
By this procedure more information on the meaning of a 
series of measurements can be obtained than is possible 
by the use of the older methods. It appears that the 
change in protein consumption is a significant but minor 
factor in determining the total variability of the observa- 
tions, when these are considered in the manner just 
mentioned. 

[It is not possible to abstract this interesting paper in 
further detail. The original should be consulted.] 

R. B. Lucas 


1676. A Histological and Histochemical Study of Mast 
Cells and their Content of Phosphatase. (Om Mastceller 
og deres Indhold af Fosfatase. En Histologisk og 
Histokemisk Undersogelse) 

E. and J. B. DaALGAARD. Ugeskrift for Leger (Ugeskr. 
Leg.) 110, 513-518, April 29, 1948. 6 figs., 35 refs. 


The authors have studied various portions of the 
gastro-intestinal tract of adult Wistar rats. Using a 
slight modification of the Gomori technique, they have 
examined the mast cells with particular reference to their 
phosphatase content, and as a result they postulate the 
existence of 2 types of mast cell. Type I, which was 
found predominantly in the connective tissue of liver and 
pancreas and in the submucosa of the intestine, has a 
pale-staining nucleus and numerous insoluble granules 
and contains a moderate amount of phosphatase. It is 
a large cell (up to 25 yu in length) and the granules may 
measure as much as 2 . Its cytoplasm is faintly baso- 
phil and the nucleus is often invisible or very indistinct. 
These cells are usually periarterial. Type II is found 
mainly in the tunica propria of the intestine but also in 
the submucosa, and its position is not related to the 
vessels. It contains fewer granules and the latter are 
more variable in size than those in type I, but their 
staining reaction is similar. The cytoplasm is faintly 
basophil. The nucleus is smaller and more distinct than 
that of type I and is round or oval and darkly-staining. 
The chromatin.may assume a cartwheel arrangement. 
These cells contain no demonstrable phosphatase, and 
the phosphatase-containing cells found in association 
with them can be shown to be eosinophil leucocytes. 
The measured differences in size between the two types 
were found to be statistically significant, but many 
transitional forms were seen. The authors believe that 
the type II cells are immature forms arising locally. 
They do not attribute any particular significance to the 
phosphatase in the type I cells and suggest that it is 
ee an | indication of cellular activity. B. Nordin 


1677. The Thymol Turbidity Test in Acute Infectious 
Diseases. (Thymolreaktionen ved de acutte infek- 
tionssygdomme) 

K. IversEN and F. Raascuou. Nordisk Medicin [Nord. 
Med.] 38, 824-828, April 23, 1948. 5 figs., 16 refs. 


With a view to elucidating the specificity of the thymol 
turbidity test and its value as an indicator of liver function, 
the authors have performed the test on 88 normal 
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persons and in practically all the cases of acute infectious 
disease admitted to their department during a period of 
6 months (373 patients). When the results were expressed 
as extinction values, they showed in normal subjects a 
scatter from 0 to +0-25, the mean being 0-08. If the 
upper limit of normality is taken as 0-2, results were 
pathological in 8% of normal subjects. Among the 
cases of infectious disease, the result was positive in 71% 
of the cases of measles, 73-5°% of the cases of glandular 
fever, and 75% of the cases of acute hepatitis. The 
reaction was negative in acute tonsillitis, scarlet fever, 
mumps, serous meningitis, pneumonia, purulent menin- 
gitis, tuberculous meningitis, and acute gastro-enteritis. 
In measles the reaction became positive on the appear- 
ance of the eruption and remained positive for several 
weeks, and the test was of practical value for the differen- 
tial diagnosis of measles from other morbilliform erup- 
tions. It can profitably be used in conjunction with the 
Paul—Bunnell test for the diagnosis of glandular fever, 
since one or both of these tests was positive in 33 out of 
34 cases. Liver function tests performed in the cases of 
measles and glandular fever gave negative results in all 
the former and all but one of the latter, and the authors 
conclude that the thymol turbidity test is not a liver 
function test but rather an indicator of changes in the 
serum proteins due in these cases to the virus infection. 
B. Nordin 


1678. Cytological Examination of the Cerebrospinal 
Fluid by Means of the Phase Contrast Microscope. [In 
English] 

R. MULLER and W. vON D6BELN. Acta Psychiatrica et 
Neurologica {Acta psychiat., Kbh.] Suppl. 46, 226-239, 
1947. 7 figs., 16 refs. 


By use of the phase-contrast microscope by which 
differences in refractive index are revealed (as opposed to 
differences in light absorption as shown by the common 
microscope), it is possible to observe structures in the 
living cell without resorting to fixing, staining, or other 
procedures, which may damage the finer structures. 
Structure of the nucleus and the cytoplasm and changes 
in shape and motility are well seen. Cerebrospinal fluid 
from about 60 patients was examined; with the exception 
_ of tumour cells, the authors found only two different 
kinds of mononuclear cells, the lymphocyte and the 
macrophage. The former appears to be identical with 
the lymphocyte of blood and tissue and is actively 
motile. The macrophages are considered to be morpho- 
logically identical with cells lining the arachnoid and 
choroid plexus. They vary in size and shape and have 
oval, round, and kidney-shaped nuclei, centrally or 
eccentrally placed, containing nucleoli and a loose finely- 
meshed chromatic pattern. A. M. Stewart-Wallace 


1679. Study of the Disappearance of Congo Red from 
the Blood of Non-amyloid Subjects and Patients with 
Amyloidosis 

P. N. UNGER, M. ZUCKERBROD, G. J. BECK, and J. M. 
SteeLe. Journal of Clinical Investigation [J. clin. Invest.] 
27, 111-118, Jan., 1948. 4 figs., 14 refs. 


1680. Quantitative Estimation of the Albumin and 
Gamma Globulin in Normal and Pathologic Cerebrospina| 


_ Fluid by Immunochemical Methods 


E. A. KABAT, M. GLUSMAN, and V. KNAUB. American 
Journal of Medicine [Amer. J. Med.] 4, 653-662, May, 
1948. 22 refs. 


Anti-gamma _ globulin and anti-human crystalline 
albumin were prepared by injecting rabbits intravenously 
with alum-precipitated or protamine-precipitated antigen 
4 times a week for 4 weeks. Each rabbit received a 
total of about 18 mg. of protein. Five days after the 
last injection 50 ml. of blood was obtained from each 
animal by cardiac puncture. The serum was separated 
and stock solutions containing 1 mg. of antigen per ml, 
were prepared in saline. A drop of toluene was added 
as a preservative. A rough estimate of the antibody 
content of the sera was made by adding successive small 
portions of antigen to 0-5 ml. of serum and centrifuging 
the precipitate formed after each addition until no further 
precipitation occurred. The combined precipitates were 
then washed twice with cold saline and analysed for 
nitrogen. It was found necessary to absorb the anti- 
globulin pools with albumin and the anti-albumin with 
globulin. After absorption, saline was added to dilute 
the serum to a concentration of about 100 to 150 yg. 
of antibody per ml. 

A calibration curve was prepared by the addition of 
increasing quantities of the stock solution of antigen to a 
measured amount of serum. After 1 hour in a water 
bath at 37° C. and 48 hours in the refrigerator the 
precipitates were centrifuged off and washed twice with 
saline. The precipitate was then dissolved in M/2 
NaOH and transferred quantitatively to micro-K jeldahl 
flasks and analysed for nitrogen. The total nitrogen in 
the washed precipitate was then plotted against the 
quantity of antigen added. The serum supernatants 
from each of the dilutions used above were combined and 
tested for antibody and antigen. Two millilitres of 
supernatant was pipetted into each of two tubes. To 
one tube 0-15 ml. of antiserum was added, and to the 
other approximately 3 yg. of antigen. The tubes were 
kept at 37° C. for 2 hours, and in the refrigerator over- 
night, then centrifuged and read. If a precipitate was 
obtained with antigen the supernatant contained an 
excess of antibody; if precipitation occurred on addition 
of antibody an excess of antigen was present. The 
calibration curve is valid only in the region in which 
antibody is in excess. 

In the assay of cerebrospinal fluid the total protein is 
first measured turbidimetrically. For fluids with a 
total protein of 35 mg., 1-ml. proportions may be used 
for the globulin determination and 1 ml. of a 1 to 3 
dilution for the estimation of albumin. With fluids of 
higher protein content proportionately higher dilutions 
are chosen. The supernatants from each detérmination 
are also tested with antigen and antiserum to verify the 
presence of excess antibody. Should excess antigen be 
found the analysis must be repeated with a higher dilution 
of cerebrospinal fluid. 

The results showed that in 10 healthy medical students 
the total protein ranged from 25 to 38 mg., albumin from 


11 to 19, and y-globulin from 1-7 to 3-8 mg. In 22 
patients with normal cerebrospinal fluids the total 
protein varied from 19 to 54, albumin from 7-6 to 29, 
and y-globulin from 1-8 to 6-3 mg. Of 17 samples from 
patients with neurosyphilis 10 contained total protein 


‘within the normal range, in all of these the albumin 


being normal. In the remaining 7 samples the total 
protein was increased; in 1 of these albumin was 
normal, and in the remaining 6 somewhat elevated. In 
16 of the 17 samples there was a striking rise in the 
y-globulin level, the values varying between 5-6 and 116 
mg. Since 10 of the 17 fluids gave negative reactions 
in the colloidal gold test, which depends upon the al- 
bumin as well as the y-globulin level, the authors consider 
the present method more sensitive. ; 

In 2 cases of generalized encephalomyelitis normal 
values for proteins were obtained. In 14 patients with 
disseminated sclerosis the total protein levels were within 
the normal range and in all cases except one albumin was 
normal; in the exception it was somewhat low. Three 
patients had y-globulin levels within one standard devia- 
tion higher from the mean for their range of total pro- 
tein; the values in 3 others were between one and two 
standard deviations higher than the mean, and in the 
remaining 8, three or more standard deviations above 
their corresponding means. Of the 11 fluids tested, all 
but the 2 fluids with the highest y-globulin levels gave 
negative colloidal gold reactions. Two of 3 patients 
with amyotrophic lateral sclerosis had normal total pro- 
tein and albumin and globulin values. The third had a 
high total protein but the proportions of albumin and 
globulin were normal. Normal values were also found 
in 1 patient with subacute combined degeneration, | with 
oligodendroglioma, 2 with pituitary adenomata, and 2 of 
4 patients with arteriosclerosis. Of the remaining 2 
patients, 1 had a high total protein and the other a high 
albumin. R. B. Lucas 


1681. Lipid Quotients of Serum in Liver Affections. 
(Les quotients lipidiques du sérum chez les hépatiques) 
F. Reust. Helvetica Medica Acta (Helv. med. Acta] 15, 
191-202, March, 1948. 2 figs., 14 refs. 


Apart from cholesterol and its esters the determination 
of the lipid fractions of the serum is difficult and has led 
to discordant results. Interpretation is also difficult. 
Study of serum lipids appears to be of great importance 
in lipoid nephrosis and in liver affections. The author 
studied liver conditions at the University of Berne. ~ 

Obstructive jaundice is usually accompanied by hyper- 
lipaemia, the cause of which has not been explained. It 
is difficult to see how the failure to excrete cholesterol in 
the bile could lead to an even greater hyperphosphatid- 
aemia. If the low level of esterification of cholesterol 
is a sign of a grave parenchymatous lesion, there is no 
means of knowing its pathogenesis. Man and his 
collaborators (J. clin. Invest., 1945, 24, 623) concluded 
that total cholesterol is increased in obstructive jaundice, 
if there is no considerable destruction of the parenchyma. 
The level of cholesterol is variable in hepatitis, lowered or 
normal in cirrhosis. The ratio of esterified cholesterol 
to total cholesterol is remarkably constant in normal 


. 


. is the cholesterol. 
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individuals and regularly lowered in liver disease. The 
relation of lipid phosphorus to cholesterol can be 
expressed as an equation for normal persons: lipid 
phosphorus =0-0294 x cholesterol+3-62. The quotient 
lipid phosphorus/cholesterol may be increased con- 
siderably in hyperlipaemic liver conditions, as in biliary 
cirrhosis or biliary obstruction. Figures for neutral 
fats do not appear to be characteristic. The author 
estimated by microanalysis the fatty acids, phosphatides, 
and cholesterol and its esters in the sera of 15 normal 
subjects, and came to the conclusion that the behaviour 
of cholesterol and phosphatides can be expressed in the 
following equation: y=325— aD where y is the level 
of phosphatide in the serum expressed in mg. per 100 ml. 
and x the level of cholesterol also expressed in mg. per 
100 ml. The same estimations were carried out on 17 
cases of liver disease. In cases of cirrhosis, infective 
hepatitis, and cholangitis the curve remained within the 
normal zone; in obstructive jaundice and biliary cirrhosis 
the curve was above, and in yellow atrophy below, the 
normal zone. This shows that the phosphatides are 
subject to more significant pathological variations than 
Sera in cases of liver disease, even 
if hyperlipaemic, contain less neutral fat than in cases of 
nephrosis and are clear, like those of normal individuals. 
E. Forrai 


1682. Urinary Excretion of Choline in Normal Subjects 
and Patients with Hepatic Disease. (La eliminacién 
urinaria de colina (espontanea y por sobrecarga) en los 
sujetos normales y en los enfermos del higado) 

H. Castro-MENDOZA, C. JIMENEZ D1Az, and J. DEL 
Rio. Revista Clinica Espatola [Rev. clin. Esp.) 28, 
295-304, March 15, 1948. 1 fig., 30 refs. 


Traces of choline were found-in the urine of 50% of 
normal people, the maximum quantity being 10-8 mg. 
in 24 hours. Administration of 50 mg. of choline 
hydrochloride per kilo in normal people did not cause 
any significant increase in urinary excretion. In experi- 
ments on 2 dogs the findings were analogous, but when 
the liver was severely damaged by carbon tetrachloride 
there was a considerable elimination of choline in the 
urine. Subjects with cirrhosis of the liver excrete choline 
in amounts above normal, and administration of choline 
to those with liver damage results in a big increase in 
urinary excretion, the latter being proportionate to the 
amount of liver damage. The authors regard this 
pathological excretion as a manifestation of the break- 
down in the enzyme systems, especially concerning the 
transmethylation and synthesis of phospholipids. They 
suggest the possibility of using choline as a test for liver 
function. Paul B. Woolley 


1683. A Photo-electric Oxyhemograph. A Continuous 
Method for Measuring the Oxygen Saturation of the 
Blood 

F. W. HARTMAN, V: G. BEHRMANN, and F. W. CHAPMAN. 
American Journal of Clinical Pathology [Amer. J. clin. 
Path.) 18, 1-13, Jan., 1948. 7 figs., 16 refs. 
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1684. Agglutination Tests with Bone Marrow. (Agglu- 
tinationsversuche mit Knochenmark) 

L. Bro. Schweizerische Zeitschrift fiir Pathologie und 
Bakteriologie |Schweiz. Z. Path. Bakt.] 10, 272-277, 1947. 
17 refs. 


Among 60 cases of typhus and 100 cases of typhoid 
fever a much higher percentage of positive agglutination 
reactions was obtained with sternal bone marrow than 
with blood serum; further, the reactions became positive 
earlier in the disease when the agglutination was carried 
out with bone marrow than when blood serum was 
used. Preliminary trials indicate that bone marrow 
may be of value in the early serological diagnosis of 
syphilis and in cases of latent syphilis when the blood 
reaction is negative. [No technical details are given.] 

G. Popjak 


VIRUSES 


1685. The Inheritance of Requirements for Adsorption 
Cofactors in the Bacterial Virus T4 

T. F. ANDERSON. Journal of Bacteriology {J. Bact.] 55, 
651-658, May, 1948. 1 fig., 10 refs. 


’ The author has previously shown that the T4 bacterio- 
phage is not adsorbed on to bacteria unless it has been 
sensitized by tryptophan, and that the plaque count is 
consequently much lower on a synthetic medium devoid 
of tryptophan (F medium) than on a complete nutrient 
agar. The fact that plaques still do appear suggests that 
there must be a minority of bacteriophage particles 
present which does not require tryptophan as anadsorption 
co-factor. This could be demonstrated by subculturing 
plaques on both F and normal agar. Strains which did 
not require tryptophan then gave equal counts on the 
two media, whereas strains requiring tryptophan gave 
much reduced plaque counts on F medium. It was thus 
shown that two types of phage were present in the 
original stock, the requiring type being 1,000 times as 
numerous as the non-requiring type. Repeated pas- 
sages showed that these types bred true. As to the origin 
of the non-requiring particles, they could arise from 
previously existing particles of the same type, or by a 
mutation from tryptophan-requiring particles. If the 
former is the case, the non-requiring particles should be 
capable of removal by adsorption on to the host cells in 
the absence of tryptophan, which procedure should 
reduce the plaque count on F medium. Experiments 
carried out along these lines showed that adsorption 
reduced the count by 95%. The character of non- 
requirement is thus inherited. The adsorption of the 
non-requiring particles could nevertheless be enhanced 
by the addition of tryptophan. This suggests that they 
do, in fact, require tryptophan, but at a much lower 
concentration, which could be supplied by the meta- 
bolism of the host bacteria. D. J. Bauer 


1686. The Activation of the Bacterial Virus T4 by 
L-Tryptophan 

T. F. ANDERSON. Journal of Bacteriology [J. Bact.) 55, 
637-649, May, 1948. 8 figs., 8 refs. 


The author has previously shown that the production 
of plaques by the bacteriophage T4 on Bacterium coli 
is much reduced when plating is carried out on a minimal 
synthetic medium (F medium) which contains ammonium 
lactate as the only source of nitrogen, and that plaque 
formation can be restored by the addition of /-trypto- 
phan in small amounts. In the present work it is shown 
that tryptophan causes bacteriophage particles to adsorb 
on to the host cells, and that adsorption does not occur 
in its absence. Suspensions of Bact. coli were inactivated 
with ultraviolet light to prevent multiplication; bacterio- 
phage was then added and lysis occurred. The degree of 
lysis is measured in a photoelectric colorimeter and gives 
a measure of the number of bacteriophage particles 
which have been adsorbed on to the host cells. It was 
found by this means that tryptophan must be present in 
a concentration of 2 yg. per ml. before adsorption will 
take place. No such activation was seen, however, 
when bacteriophage and host cells were mixed before 
adding tryptophan. The activation by tryptophan was 
found to be maximal at 35° C. and pH 7:5, and attained 
maximum value within 3 minutes of bringing the bacterio- 
phage particles and tryptophan into contact. Activation 
could be reversed by diluting activated phage with F 
medium. It was calculated that at least 6 molecules of 
tryptophan were required for the activation of one 
bacteriophage particle. An analogy is drawn between 
the action of an enzyme on its substrate and the activation 
of bacteriophage particles by tryptophan. 

D. J. Bauer 


1687. The Influence of Temperature and Nutrients on 
Plaque Formation by Bactreiophages Active on Escherichia 
coli Strain B 

T. F. ANDERSON. Journal of Bacteriology |J. Bact.] 55, 
659-665, May, 1948. 10 refs. 


When the T4 bacteriophage is plated with its host on 
F medium and incubated at various temperatures the 
degree of plaque formation is much reduced with 
incubation at 16° C. as compared with 37° C. The F 
medium contains ammonium lactate as the sole source 
of nitrogen; when a complete nutrient medium is used 
the degree of plaque formation is unaffected by the 
temperature of incubation. In further experiments the 
bacteriophage was activated with tryptophan at 37° C., 
adsorbed on to the host, plated, and incubated at 15° 
and 37°C. No difference in the degree of plaque forma- 
tion was seen with the complete nutrient medium, but 
when F medium was used for plating the plaque count 


was reduced to 20% at the lower temperature. The chain 
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of reactions leading to lysis which occurs after adsorp- 
tion is evidently retarded at the lower temperature on 
Fmedium. When tryptophan was added to this medium 
in a repetition of the experiment the plaque count rose 
to the normal value. The bacteriophages T1, T2, T3, 
TS, and T7 were tested similarly, and in all cases an 
impairment of plaque formation was seen at the lower 
«temperature. This could in certain cases be abolished 
by the addition of isoleucine, methionine, norleucine, and 
leucine. D. J. Bauer 


1688. Inhibition of Multiplication of Influenza Virus by 
Tannic Acid 

R. H. GREEN. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., 
N.Y.] 67, 483-484, April, 1948. 11 refs. 


In view of the fact that tannic acid will bring about 
agglutination of erythrocytes (J. Jmmunol., 1931, 21, 127), 
experiments were undertaken to determine whether this 
substance has any effect on the agglutination of chicken 
red cells by the PR 8 strain of influenza virus. Atacon- 
centration of 5 to 20 yg. tannic acid per ml. there was 
definite inhibition of the haemagglutination. For this 
reason varying amounts of tannic acid (usually 0-5 ml. 
containing 1 mg. tannic acid) were injected into the 
chorio-allantoic sacs of 10-day embryonated eggs, and 
after an interval of half an hour 10 to 100 ID 50 of 
influenza A virus was injected. There was inhibition of 
multiplication of the virus so that allantoic fluid subse- 
quently removed was unable to agglutinate chicken red 
cells. There was similar inhibition if the tannic acid was 
injected 6 hours before, or 1 hour after, the virus. In 
other experiments in which tannic acid was allowed to 
act on influenza virus in vitro and the mixtures were subse- 
quently injected into the allantoic sac of eggs, there was 
much less production of virus by the chorio-allantoic 
membrane. R. Hare 


1689. Enzymic Action of Viruses and Bacterial Products 
on Human Red Cells 

C. M. Cuu. Nature [Nature, Lond.] 161, 
April 17, 1948. 7 refs. 


Human red cells incubated with broth culture filtrates 
of Vibrio cholerae become panagglutinable, non- 
agglutinable by influenza and allied viruses, and, if Rh- 
positive, agglutinable by the corresponding incomplete 
antibody. All three reactions are also produced by V. 
proteus and pneumococcus filtrates, irrespective of type 
or virulence. Other organisms—for example, Strepto- 
coccus, group D, S. viridans, Staphylococcus albus, 
aureus, and citreus, Bacillus subtilis, B. mycoides, 
Erysipelothrix rhusiopathiae, E. monocytogenes, and 
Salmonella cholerae-suis—either produce panagglutin- 
ability alone, or may also weaken agglutinability by 
viruses, but have no effect on agglutination 8¥ incom- 
plete Rh antibody. Purified’ preparations made from 
filtrates of Clostridium welchii, type B, capable of destroy- 
ing blood group O, A, and B substances, produced all 
three changes, which could be prevented by the previous 
addition of blood group O substance. 


606-607, 


It is concluded that since the active substances are 
adsorbed and eluted from the red cells, and are relatively 
thermolabile, and all three activities are abolished 
simultaneously, the action is enzymatic and all three 
activities are due to a single enzyme in each bacterial 
filtrate. Evidence is offered that the blood group sub- 
stances are not the virus receptor substances. 

C. L. Oakley 


1690. The Nature of the Virus Receptors of Red Cells. 
I. Evidence on the Chemical Nature of the Virus Receptors 
of Red Cells and of the Existence of a Closely Anse 
Substance in Normal Serum 

G. K. Hirst. Journal of Experimental Medicine U. exp. 
Med. 87, 301-314, April, 1948. 2 figs., 14 refs. 


Since the discovery that red cells of certain mammalian 
and avian species are able to adsorb the viruses of 
influenza A and B, mumps, and Newcastle disease, it has 
been suggested that receptors on the red cells can be 
inactivated by a substance secreted by the virus particles 
so that elution can then take place. In the work des- 
cribed in this paper an attempt was made to ascertain the 
nature of the receptors by study of possible methods of 
inactivating them, and by a search for possible analogues. 

Red cells haemolysed with distilled water, with saponin, 
or with saponin and 5% formalin were able to adsorb — 
virus, whereas after they were broken up in the homo- 
genizer there was pronounced diminution in ability to 
adsorb. Heating red cells to various temperatures 
(56° and 65°C.) did not alter their ability to adsorb 
virus or to release it on elution, but there was marked 
diminution in ability to adsorb after cells had been heated 
at 75° and 80° C; when cell stroma after haemolysis was 
employed the reduction at 85° C. was only about half. 
Red cells exposed to pH levels ranging from 2-42 to 10-33 
for 30 minutes and then washed and suspended in phos- 
phate buffer at pH 7-1 were found to adsorb the virus 
well, except those exposed to pH 2-6 and 3-14. Crystal- 
line trypsin reduced the adsorptive power of the cells 
considerably. Sodium periodate. (M/10, M/100, and 
M/1,000) destroyed the receptors, whereas other oxidising 
substances were without marked effect. For these 
reasons it is suggested that the receptor substance is 
relatively heat-stable; that it contains protein, and that, 
because of the specific effect of periodate, a carbohydrate, 
possibly a polysaccharide, also enters into its composition. 

In a search for possible analogues attention was 
directed to the substance in normal sera which inhibits 
the interaction of red cells and influenza virus (Hirst, 
J. exp. Med., 1942, 75, 49). Further investigations 
showed that this substance, too, is relatively heat-stable, 
and that it is inactivated by sodium periodate and by 
trypsin but not by these oxidising agents which have no 
effect on the red cell receptors. Contact of influenza 
virus with serum for periods of 20 hours at room tempera- 
ture also brought about a significant decrease in inhibiting 
power of the serum. It is therefore suggested that a 
close analogue to the receptor substance in red cells is 
present in considerable quantity in normal serum and 
that both are muco-polysaccharide in nature. 

R. Hare 
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1691. The Nature of the Virus Receptors of Red Cells. 
Il. The Effect of Partial Heat Inactivation of Influenza 
Virus on the Destruction of Red Cell Receptors and the Use 
of Inactivated Virus in the Measurement of Serum 
Inhibitor 

G. K. Hirst. Journal of Experimental Medicine [J. exp. 
Med.] 87, 315-328, April, 1948. 7 figs., 7 refs. 


Influenza virus A and B (strains PR 8 and L 230 or 
Lee) may be heated at 56° C. for periods up to one hour 
with some loss in haemagglutination titre but without 
effect on its ability to be adsorbed by red cells. With 
unheated virus most of this virus could be eluted at 37° C., 
but there was a progressive loss in the ability of virus 
previously heated at 56° C. to be eluted. This is adduced 
as confirmation of the author’s hypothesis that elution 
from red cells is due to inactivation of the receptors by an 
enzyme secreted by living influenza virus. 

In further experiments on the inhibition of haemag- 
glutination by normal serum it was shown that unheated 
virus could destroy the inhibitor present in normal 
serum, whereas virus heated at 56° C. was unable to do so 
and therefore gives, as Francis had previously found 
(J. exp. Med., 1947, 85, 1), higher inhibiting titres. Two 
methods for measuring the inhibitor present in serum 
are therefore put forward: (1) Measurement of the 
amount of agglutination of red cells added to mixtures of 
serum and unheated virus which had stood at room 
temperature for varying periods and were then inactivated 
partially by heat for 30 minutes at 56° C. (2) Measure- 
ment of the amount of agglutination of red cells produced 
by virus heated at 56° C. incorporated in mixtures of 
normal serum and active virus which had been allowed to 
stand at room temperature for varying periods and were 
then activated completely at 65° C. R. Hare 


BACTERIA 


1692. The Problem of Sulfonamide-resistant Hemolytic 
Streptococci 

T. L. HARTMAN and L. WelnsTeIN. New England 
Journal of Medicine [New Engl. J. Med.] 238, 560-563, 
April 15, 1948. 20 refs. 


The authors have studied 167 patients suffering from 
Group A haemolytic streptococcal “infections who were 
admitted to the Evans Memorial and Haynes Memorial 
Hospitals, Boston. Most of the cultures were isolated 
from the nasopharynx of patients who had clinical scarlet 
fever. The type distribution of these haemolytic strepto- 
cocci and their sulphonamide sensitivity were studied. 
Only one strain, a Group A, Type 19, was resistant to the 
action of sodium sulphadiazine, and was so in a con- 
centration of 25 mg. per 100 ml. The epidemic Type 19 
strains prevalent among Service personnel were resistant 
to a similar concentration of sulphadiazine. The intro- 
duction of this type into the area by Army and Navy 
personnel was favoured rather than the appearance of a 
naturally resistant variant. Reference is made to this 
problem of drug resistance as it appeared in Service 
personnel and to the possibility of the development of 
resistant strains among ¢ivilians during large-scale mass 
prophylaxis. R. N. Johnston 


1693. The Serology of Pseudomonas pyocyanea 
A. Mayr-HartTING. Journal of General Microbiology 
[J. gen. Microbiol.] 2, 31-39, Jan., 1948. 13 refs. 


By preparing antisera to various strains of Pseudo. 
monas pyocyanea and carrying out agglutination reactions 
the author was able to distinguish three main anti- 
gens, A, B, and C. In all, 54 strains were tested against 
5 distinct antisera; 28 strains contained mostly A 
antigen, 4 mostly B; 5 contained C, while 2 failed to 
agglutinate, and the remainder reacted with 2 antigens in 
various combinations. Antisera were also prepared 
against organisms treated in the usual manner for pre- 
paring H and O antigens, but in a repetition of the 
agglutination tests no evidence for the presence of these 
antigens could be obtained. Similar experiments were 
carried out, in which whole-organism antisera were 
tested against organisms treated with formalin (flagellar 
antigen) or ethanol (O antigen). There was no evidence 
of the presence of distinct O and H antigens. The anti- 
genic modification produced by formalin is evidently 
not analogous to that seen in the salmonellae, the 
difference possibly being due to the different distribution 
of flagella in the two genera. The organisms showed a 
loss of agglutinability after heating without accompany- 
ing loss of antigenicity. D. J. Bauer 


1694. Effect of Tween 80 on Certain Strains of C. 
diphtheriae 

M. K. Warp. Proceedings of the Society for Experi- 
mental Biology and Medicine {Proc. Soc. exp. Biol., N.Y.} 
67, 527-528, April, 1948. 7 refs. 


“Tween 80°’ was added in concentrations of from 
0-05 to 0-5% to solid and fluid synthetic media. A 
striking stimulation of growth was obtained with 
diphtheria strains of the minimus type. A relationship 
is suggested between the wetting agent and the lipid- 
rich minimus type. R. Salm 


1695. Peripheral Action of Botulinum Toxin 
N. AmBACHE. Nature [Nature, Lond.] 161, 482-483, 
March 27, 1948. 2 refs. 


Rabbits injected intravenously with Clostridium 
botulinum (type A) toxin develop severe oedema of the 
lungs with focal haemorrhages. If appropriate amounts 
of the toxin are injected locally, ** local’ botulism can 
be produced without premature death from lung injury. 

Intraocular injection of toxin causes paralysis of the 
sphincter pupillae, which fails to react to light or to 
stimulation of the oculomotor nerve; this action is not 
due to injury to the muscle or to neuromuscular block, 
as the sphincter reacts normally to acetylcholine. It is 
suggested that as stimulation of the cervical sympathetic 
nerve still dilates the pupil, the paralytic effect is due to 
injury toecholinergic nerve fibres, while the adrenergic 
and sensory nerve fibres escape. Similar experiments on 
voluntary (extraocular) muscles showed that the paralysis 
is also probably due to damage of cholinergic fibres. 

Attention is drawn to the fact that although the 
molecular weight of the toxin is about 1,000,000, it can 


- 
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pass out of the eye into the general circulation, suggesting 


that it is either able to produce a change in capillary ° 


permeability or is broken down to produce a smaller 
molecule which is still neurotoxic. C. L.. Oakley 


1696. The Diagnostic Value of the Widal Test in the 
Inoculated 

R. H. Mote. Journal of Hygiene [J. Hyg., Camb.] 46, 
98-100, March, 1948. 1 fig., 5 refs. 


This paper records the results of serial O-agglutination 
tests in 16 individuals who contracted enteric fever 
(typhoid or paratyphoid A) within 9 months of the last 
T.A.B. inoculation. The diagnosis in each case was 


_established by blood culture. 


The results of the tests are set out in four charts, on 
which the agglutination titres of the patients are plotted. 
On each occasion the agglutinin titres of both Salmonella 
typhi and S. paratyphi A O-antibodies were tested; the 
low. temperature method was employed with incubation 
at 37° C. for 2 hours and final readings after a further 
period of 22 hours. [The actual detail of technique is 
not given but this much is inferred from the reference 
quoted. It is stated that the antigens employed were the 
standard agglutinable cultures of the Central Military 
Pathological Laboratory, Poona, which is taken to mean 
standardized broth cultures of non-motile strains; it is 
usual to employ concentrated washed saline suspensions 
for this purpose.] In the series of cases recorded about 
one quarter showed a significant rise, and a rather greater 
proportion a suggestive fluctuation or fall, in titre of the 
O-agglutinins. 

The author concludes that neither single nor serial 
estimations of the O-agglutinins in recently inoculated 
subjects are of significant help in establishing a diagnosis 
of enteric fever. It is stated that clinical teaching still 
favours the Widal test as the method of choice, and a 
plea is made that this should give place to early blood 
culture which is at once a more reliable and quicker 
method. 

{It is hardly fair to say that clinical teaching gives 
the Widal test as the method of choice. Few text- 
books of medicine written within the last 20 years fail 
to indicate the value of blood culture in the diagnosis 
of enteric infections and caution is even recommended in 
the interpretation of agglutination reactions in the 
inoculated individual. Blood culture has had first place 
in Army medical practice ever since the war of 1914-18. 
Without full details of the exact technique employed 
comment on the author’s results would serve no useful 
purpose, for it must be emphasized that the performance 
of the O-agglutination test in enteric infections demands 
strict adherence to a standard method where all variants 
are controlled to the fullest degree possible, as in the 
Vi-test, including the use of standard O-sera to assess 
the sensitivity of the antigens employed. It is important 
that the tubes on removal from the incubator should be 
maintained at a constant low temperature, 4° to 6° C. 
is recommended. While it is not suggested that O- 
agglutination tests have anything like the reliability of 
blood cultures in the diagnosis of enteric infection, it 
1s submitted that the tests can often give very valuable 


information in those cases seen too late for blood 
culture.’ The abstracter has experience of a large series 
of cases examined under standard conditions which have 
shown a higher proportion of significant rises, falls, or 
fluctuations in O-titres.] H. J. Bensted 


1697. Production of Proteinase by Hemolytic Strepto- 
cocci in Various Clinical Conditions 

S. ROTHBARD and E. W. Topp. Journal of Experimental 
Medicine [J. exp. Med.] 87, 283-294, April, 1948. 8 refs. 


This study was undertaken to determine whether pro- 
teinase production by haemolytic streptococci isolated 
from patients with streptococcal infections as well as 
those isolated from normal carriers was in any way cor- 
related with different types of clinical response. The 
capacity of various types of haemolytic streptoccoci to 
elaborate proteinase was also investigated, and a study 
was made of the presence of proteinase and its relation to 
the presence of streptokinase in broth cultures of group A 
streptococci. 

Most of the strains were isolated from cases of upper 
respiratory infections sometimes associated with rheu- 
matic fever and scarlet fever. The “ carrier’’ strains 
were isolated from rheumatic subjects and their siblings 
who developed no clinical evidence of disease and 
no streptococcal antibody response. Each strain was 
seeded from lyophilized stock culture into 5 ml. of Todd- 
Hewitt broth containing 2% Pfanstiehl peptone or 1% 
** neopeptone ” and incubated in a water-bath at 37° C. 
for 12 hours. A loopful of the actively growing culture 
was then transferred to 5 ml. of fresh broth and incubated 
at 37° C. for 28 hours. Proteinase activity was estimated 
by the method of Elliott and Dole (J. exp. Med., 1947, 85, 


* 305). The cultures of streptococci prepared for pro- 


teinase estimation were tested for streptokinase by mixing 
gently 1 ml. of filtrate with 1 ml. of 0-6% solution of 
a lyophilized fibrinogen fraction I from human plasma in 
physiological saline buffered with ‘** veronal”’ at pH 7-5 
and 0-2 ml. of bovine thrombin in a 1 in 10 dilution of 
the same buffer. The mixtures were incubated in a water- 
bath at 37° C. The streptokinase activity of the various 
strains was determined by liquefaction of the standard 
clot. 
Of 155 strains of group A streptococci isolated from 
144 patients or carriers, only 70 produced proteinase. 
Of 47 strains cultured from patients who made uneventful 
recoveries from their acute pharyngitis, 25 strains pro- 
duced proteinase. From patients with purulent com- 
plications 15 strains were isolated, and 14 failed to 
produce proteinase. Ten of the latter, however, were 
of type 19 and were isolated in the same epidemic. 
Among 34 strains isolated from patients who developed 
an attack of acute rheumatic fever, 15 produced pro- 
teinase. In 17 carriers, there were 10 positive strains. 
Thus there is no evidence that proteinase-producing 
strains are associated with any particular variety of 
streptococcal infection. Whether the streptococci are 
from an epidemic, endemic, or carrier source, there is an 
approximately equal distribution of proteinase-producing 
strains and others. Types 1, 3, and 19 contained both 
varieties of strain, and, in these types, strains of the same 
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serological type and proteinase activity frequently in- 
duced different clinical manifestations. This was also. 
true of type-30 strains, all of which, isolated in a single 
epidemic, produced proteinase. 

Serial estimations of proteinase production were carried 
out on organisms isolated at regular intervals from 
the nasopharynx of patients. These showed that the 
property of producing proteinase or not persisted in a 
particular organism. 

It appeared that in strains which produced both pro- 
teinase and streptokinase the reciprocal relation between 
these two components depended mainly on the condi- 
tions in the culture media. R. B. Lucas 


1698. The Co-existence in Human Sera of Naturally 
Acquired Diphtheria and Staphylococcus Antitoxins. 
Their Transmission via the Placenta and their Elimination 
during Lactation. (De la coexistence, dans les sérums 
humains, des antitoxines diphtérique et staphylococcique 
naturellement acquises. Leur transmission de la mére 
au foetus a travers le placenta. Leur élimination par le 
lait) ‘ 

H. ViGNnes, R. RicHou, and P. RAMon. Revue d’Im- 
munologie [Rev. Immunol.] 12, 1-7, 1948. 42 refs. 


In man “natural” diphtheria and staphylococcal 
antitoxins traverse the placenta freely, but appear only 
in traces in the milk. [No doubt difficulties due to non- 
specific reactions and to lack of material account for the 
fact that the diphtheria tests have not been made below 
one-thirtieth of a unit.] C. L. Oakley 


1699. 
aureus 
N. Grossowicz. Journal of Biological Chemistry [J. 
biol. Chem. 173, 729-736, April, 1948. 14 refs. 


Glutamine in a concentration of 3 mg. per 5 ml. of 
medium inhibited the growth of Staphylococcus aureus 
by 80 to 90% (as measured turbidimetrically). Higher 
concentrations did not produce complete bacteriostasis. 
Glutamic acid alkylamines behaved similarly, though 
glutamine was 4 to 5 times more potent than / and 
dl-N-(y-glutamyl)-ethanolamine and dl-N-(y-glutamyl)- 
ethylamine. This action was shown to be due to glut- 
amine itself and not to any possible contaminant, such 
as arginine, which was shown to be inactive. The glut- 
amine inhibition was competitive and was specifically 
antagonized by /-glutamic acid. Compounds structurally 
related to /-glutamic acid, including /-asparagine, dl- 
aspartic acid, d/-x-aminoadipic acid, /-pyrrolidone- 
carboxylic acid, and even the racemic d/-glutamic acid, 
were incapable of abolishing glutamine inhibition. Cal- 
culated on a basis of its glutamic acid content, folic acid 
(pteroylglutamic acid) was 15 to 20 times as active as 
/-glutamic acid in antagonizing glutamine inhibition. 
Glutathione (in which glutamic acid is bound through its 
y-carboxyl group) was 10 to 12 times as effective as 
l-glutamic acid. The inhibition of growth of Staph. 
aureus by glutamine indicated the absence of a glutaminase 
in this organism. P. B. Marshall 


Glutamine, an Antimetabolite for Staphylococcus 
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1700. Quantitative Coagulase and Toxin Production by 
* Staphylococci in Relation to the Clinical Source of the 


Organisms 

M. TaGeR and H. B. Hates. Yale Journal of Biology 
and Medicine [Yale J. Biol. Med.| 20, 41-49, Oct., 1947, 
14 refs. 


The objects of the authors’ experiments were to 
determine the degree to which strains of staphylocogegj 
vary. in their capacity to elaborate coagulase in vitro, 
and to investigate correlation of this property with toxin 
production and with the clinical sources from which the 
strains had been derived. 

A total of 242 coagulase-positive staphylococci was 
isolated from various clinical sources: (a) nose and 
throat, “* presumably not producing any clinical effects ”; 
(6) ears, eyes, skin, vagina, and urine—*‘ at times these 
organisms were incriminated as the causative organism, 
while at other times they were secondary invaders, or 
even played no special pathogenic role’; (c) boils, 
carbuncles, cases of sepsis, osteomyelitis, and staphy- 
lococcal endocarditis, infected burns, and infected surgical 
wounds, these organisms being the strains * most likely 
directly involved in the production of lesions ”’. 

Five-day broth cultures were used for the coagulase 
test; these were centrifuged and ‘ merthiolate”’’ was 
added to a final concentration of 1 in 10,000. The 
supernatant was tested for activity, serial dilutions, 
beginning with a 1 in 10 dilution, being prepared in a 
total volume of 0-5 ml. of a solution of 2% peptone- 
saline containing 1 in 5,000 merthiolate. To each tube 
0-5 ml. citrated human plasma was added. Readings 
were taken at 37° C. at intervals during the first hour, 
and at 24 hours. A standard coagulase solution, which 
remained stable when kept at —15° to —20° C., was 
maintained; new samples of plasma were always first 
checked against it. It was found that 66-1% of the 242 
strains produced only limited amounts of coagulase in 
vitro. Only 8-7% showed titres in the highest range 
(1 in 1,280 to 1 in 20,480). The remaining 25-2% 
showed titres of I in 160 to 1 in 640. When an attempt 
was made to correlate the amount of coagulase produced 
by the various strains with the clinical sources from 
which they were derived, it was found that more strains 
derived from nose, throat, ears, eyes, skin, and vagina 
had higher coagulase titres than did strains from lesions. 

The quantity of rabbit-cell lysin produced by 235 of 
the strains was estimated, as well as the amounts of hot- 
cold sheep lysin and human cell lysin produced by 83 of 
the strains. No significant differences were found in the 
quantities of these lysins among strains derived from 
different clinical sources. Moreover, there was no 
correlation between the quantities of coagulase and of 
rabbit-cell lysin produced. T. D. M. Martin 


1701. Preparation and Antibacterial Action of Some 
Compounds Structurally Related to Glutamic Acid. Theif 
Application in Microbiological Determination of Small 
Quantities of Glutamine 

J. A. Roper and H. MciIiwain. Biochemical Journal 
[Biochem. J.] 42, 485-492, 1948. 2 figs., 22 refs. 
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1702. Blood Chemical and Immunologic Effects of 
Adrenal Cortical Extract in Children 

Vv. C. Ke_tey and J. M. Apams. Journal of Pediatrics 
[J. Pediat.] 32, 282-287, March, 1948. 1 fig., 11 refs. 


The subjects of experiment were 6 children under 
treatment for orthopaedic abnormalities but otherwise 
healthy. Three received injections of 5 ml. adrenal 
cortical extract and the other three 8-5 ml. of the same 
brand of the extract. Blood samples were taken imme- 
diately before and 6 hours after the injection, and the 
latter samples showed a rise in cholesterol level in all 
and a tendency toward a lowering of the blood sugar level. 
Haemoglobin values, erythrocyte counts, leucocyte 
counts, differential counts, erythrocyte sedimentation 
rates, total protein content, and albumin content and 
albumin-globulin ratios were not consistently changed by 
the injection. No significant effect on the titre of pertussis 
antigen was observed after the injection. The effects 
previously noted in experimental animals after injections 
of adrenal cortical extract were probably related to the 
much larger dosage in comparison with the weight of the 
animals. M. Baber 


1703. Bacterial Flora in Eyes of Newborn Infants during 
First Forty Hours of Life. After Single Instillation of 
Penicillin and Silver Nitrate 

H. C. FRANKLIN. Journal of Pediatrics [J. Pediat.] 32, 
251-256, March, 1948. 2 figs., 2 refs. 


This is a study of the bacterial content of the con- 
junctiva after a single instillation of penicillin; the results 
are compared with those obtained with silver nitrate. 
The infants were treated in the delivery room within an 
hour of birth. The eyes were either flushed with normal 
saline and treated with one drop of penicillin (2,500 units 
per ml. of normal saline) or flushed with sterile distilled 
water and treated with one drop of 1% solution of silver 
nitrate. In each group eye swabs from 10 infants were 
cultured during the interval up to 4 hours after treatment, 
eye swabs from another 10 were cultured 4 hours later, 
and so on through the first 40 hours after treatment, 
making a total of a hundred infants studied. No infant 
whose eyes contained pus was included. A swab was 
taken from each eye, plunged into sterile broth, and 
streaked across plates of McLeod’s medium, blood agar, 
and eosin and methylene-blue agar. The broth was then 
added to two tubes of blood-tryptose broth. Some 
cultures were incubated at 37-5° C., and others at 37°5° C. 
after sealing by the Varney method for detecting anaerobic 
organisms. The two plates of McLeod’s medium were 
sealed under carbon dioxide tension and incubated at 
37:5° C.; all the others were examined after 24 hours 
and, if negative, again after 48 hours, when plates of 
McLeod medium were also examined for gonococci. 
All plates negative after 48 hours were discarded, but any 


negative specimens of broth were re-examined 5 days 
after inoculation; after this period negative broths were 
discarded, and positive ones were plated and the organ- 
isms identified. ; 

Positive cultures were obtained in 41% of penicillin- 
treated cases and in 45°{ of the others. In the former, 
46 organisms were isolated in the 41 positive cultures 
and the type and incidence of these organisms in relation 
to time of appearance were tabulated; in the latter 47 
organisms were isolated in the 45 positive cultures. In 
the penicillin-treated cases 30% of the cultures were 
positive in the first 20 hours of life and 52% in the follow- 
ing 20 hours; in the other group, the number of positive 
cultures also increased with time, 36 being positive in 
the first 20 hours and 54 in the second. Seven anaerobic 
organisms were found in 93 positive cultures, 4 in the 
first group and 3 in the second group. No gonococci 
were found. This study indicates that penicillin com- 
pares favourably with silver nitrate as a prophylactic 
agent. Further study is required for interpretation of the 
observed increase of the bacterial flora with time in the 
conjunctiva of newborn infants. B. S. P. Gurney 


1704. Plasma Proteins in the Normal Newborn Infant. 
(La protidemia del neonato normale) 
P. Brusa. Medicina Italiana (Med. ital., Milano] 28, 
65-72, March-April, 1948. 12 refs. 


From the Department of Paediatrics of the University 
of Milan, the author reports on plasma-protein deter- 
minations in 18 normal, full-term, newborn infants. The 
subjects of the investigation were all healthy and breast- 
fed. In each case two determinations were made: the 
first between the third and fourth days of postnatal life, 
and the second between the sixteenth and seventeenth 
days of age. Kingsley’s method was used as follows: 
0-5 ml. of plasma is treated with 9-5 ml. of a 22:2% 
solution of sodium sulphite: part of the solution is 
heated in an incubator for 20 minutes and filtered, while 
part is left untreated. Sodium hydroxide, copper sul- 
phate, and ether are added to both mixtures and, after 
heating, the solutions are examined in a Pulfrich photo- 
meter and compared with a water standard. In 7 cases 
nephelometric determination was carried out according to 
the method described by Wuhrmann and Wunderly. 

The first determination at the age of 3 to 4 days 
yielded the following results: total plasma protein 
average 6°43 g. per 100 ml. (range 5-94 to 6-94); albumin 
average 3-71 g. per 100 ml. (range 3-12 to 4-14); globulin 
average 2-78 g. per 100 ml. (range 2-22 to 3-64). A 
comparison with corresponding values for adults shows 
that total protein and albumin figures are lower while 
globulin figures are higher than the average adult levels. 
The second determination at 16 to 17 days gave the 
following results: total protein average 6-08 g. per 100 ml. 
(range 5-34 to 6-56); albumin average 3-4 g. per 100 ml. 
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(range 3-04 to 4-00); globulin average 2-79 g. per 
100 ml. (range 2-10 to 3-30). The slight decrease of 
total protein concentration in the second estimation is 
attributed to the physiological dehydration characteristic 
of the first days of extrauterine life. The nephelogram 
as well as the result of Weltmann’s test indicate a high 
globulin concentration, particularly of y-globulins. 

Hypo-albuminaemia is probably and principally a 
manifestation of hepatic immaturity and functional 
incapacity to manufacture plasma proteins. The 
reticulo-endothelial system as a whole would con- 
sequently produce large amounts of serum globulins 
in an attempt to maintain the colloid-osmotic pressure of 
the plasma. The large amounts of antibodies of maternal 
origin present in the newborn infant and associated with 
the globulin fraction of the plasma proteins may be 
responsible for this initial hyperglobulinaemia. 

[C. Smith (The Physiology of the Newborn Infant, 
Springfield, 1946, pp. 179-200, and 286) states that the 
hypoproteinaemia of the newborn infant is essentially the 
result of globulin deficiency, and gives various references. ] 

P. E. Polani 


1705. Congenital Encephalo-ophthalmic Dysplasia. Epi- 
demiologic Implications 

T. H. INGALLS. Pediatrics [Pediatrics] 1, 315-326, 
March, 1948. 3 figs., 23 refs. 


The ocular lesions .seen in encephalo-ophthalmic 
dysplasia have been reported for many years, but it 
was only in 1942 that retrolental opacity (fibrosis) was 
associated with prematurity (Terry, Amer. J. Ophthal., 
25, 1409), and later with cutaneous haemangiomata 
(Reese and Payne, Amer. J. Ophthal., 1946, 29, 1), and 
with hydrocephalus and other intracranial faults (Krause, 
Arch. Ophthal., Chicago, 1946, 36, 387). The name, 
congenital encephalo-ophthalmic dysplasia, was given 
by Krause in 1946. The present author has collected 
77 cases from the literature, including 3 of his own, 
described in detail in this paper. His 3 cases were in 
premature babies; and 51 of the total number were in 
premature infants. The opacities in the eye were present 
at birth in full-term babies; they were seldom noted at 
birth in the premature group. Terry, in 3 of his cases, 
was able to watch the retrolental membrane develop 
during the first 6 months of the infant’s life in lenses that 
were clear when the child was born. 

In 12 of the 77 cases there were single or multiple 
haemangiomata in the skin, and in 1 of the author’s 
cases gelatinous masses of haematomatous tissue were 
found post mortem at the base of the brain. 

Seven of 27 patients for whom there were postnatal 
records had evidence of cerebral “ dysplasia”’ in the 
form of hydrocephalus, intracranial haemorrhage, or 
spasticity; and in the author’s fatal case, there was 
diffuse “cortical deficiency”, the basal gelatinous 
masses already described, hydrocephalus, and a reticular 
thickening of the meninges. 

A significant correlation was found between the ocular 
and other lesions and maternal toxaemia and placental 
haemorrhages. These “maternal disturbances”’ oc- 
curred during the second trimester of pregnancy or a 
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little later. At this period under normal conditions the 
differentiation of the primary vitreous is completed ang 
its sheath disappears. It is suggested that this normaj 
process of involution is arrested by foetal anoxia resulti 

from maternal toxaemia or placental haemorrhage at 
this time. If this hypothesis is correct it might also 
explain the occurrence of ordinary cutaneous haeman- 
gioma, and also of the rare Lindau’s disease (retinal and 
cerebellar angiomatosis). The same theory of arrested 
development of particular tissues leading to aberrant 
growth is applied in explanation of the multiple deformi- 
ties in the ocular lens, brain, and heart that occur in the 
developing foetus after maternal rubella; the different 
distribution and character of the defects are due to 
the operation of the noxious agent at an earlier period of 
development (the first trimester of pregnancy). The 
multiple defects of mongolism, occurring also at an early 
period of foetal life, are also explained by the same 
theory of arrested development of tissues by vascular 
faults and consequent failure of oxygen supplies. In all 
three syndromes there is postulated a common basic 
defect, which may be caused by different agents (bleeding, 
toxaemia, infections, and multiple or premature births), 
and which may produce different patterns of defect, 
according to the stage of development, the severity and 
site of the lesions, and the secondary changes. There is 
no evidence of a genetic factor. C. McNeil 


1706. Observations on the Fate of Children with Mon- 
golism. (Osservazioni sul destino dei bambini affetti da 
mongolismo) 

D. Acosto. Clinica Pediatrica [Clin. pediat., Bologna} 
30, 131-135, Feb., 1948. 5 refs. 


The author reviews the 168 cases of mongolism seen 
at his clinic between 1934 and 1945. Of these 168 
patients 87 are dead: 42 died from respiratory disease, 
24 from unspecified causes, and the others from infections 
of various types; 56 died before they were 2 years old. 
Incidentally only 27 patients had a congenital heart 
lesion. The survivors range in age from 3 to 21. Size 
and weight in 21 patients were normal for age; the 
remainder of the patients tended to be small but their 
weight was often up to the level of that of a normal child. 
The older patients were also remarkably muscular. Only 
6 had lost enough of their characteristic appearance to 
make diagnosis at all difficult, requiring, in fact, a trained 
eye. Two children had learnt to read and write at 
school; the others had not gained anything by attending, 
although 16 were much more intelligent than the other 65. 
All had a very small vocabulary, and their speech could 
not always be understood. The older ones could help 
with the rougher domestic work and look after animals, 
but none was able to protect himself from the usual 
hazards of life, and all required constant care and 
supervision. Treated kindly, they were quiet and well- 
behaved but rather unstable, crying when reproved, 
flying into sudden rages; some were apathetic 
lacked interest. Their physique improved with age; 
females began menstruating at the usual age and 3 of 
the males showed some interest in females. They never 
developed clean habits, and their character changed little 
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concomitant virus were unsuccessful. 
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with age. They were suspicious of strangers, but would 
play with other children. Only 7 were found in institu- 
tions, and the author considers it worth while to attempt 
some form of education, since they can live well at home 
and with encouragement could become somewhat less of 
a burden to their families. J. G. Jamieson 


1707. An Outbreak of Infantile Gastro-enteritis in Aber- 
deen. The Association of a Special Type of Bact. coli 
with the Infection 

C. Gites and G. SANGSTER. Journal of Hygiene [J. Hyg. 
Camb.] 46, 1-9, March, 1948. 38 refs. 


The authors have accepted the classification of infantile 
diarrhoea into (1) non-infective, (2) secondary or sympto- 
matic, (3) primary or infective (a) with non-causative 
agent and (b) of unknown aetiology; and they have 
investigated 159 cases of infantile diarrhoea admitted to 
Aberdeen City Hospital in the first 5 months of 1947. 
They grouped 93 as belonging to the primary infective 
group but could isolate a known pathogen Shigella 
sonnei in only one of these: the remaining 92 represented 
a clinical entity and were associated with a particular 
type of Bacterium coli. There were 52 deaths, giving 
acase fatality of 56-5%. 

After a usually sudden onset, often with vomiting, the 
diarrhoea resulted in dehydration, disordered metabolism, 
and toxaemia; the course was variable and frequently 
there was sudden deterioration. Grave prognostic 
signs were blood in the faeces, vomiting, abdominal 
distension, and persistent circulatory failure; icterus 
was followed by death within 48 hours. Treatment was 
on general lines and neither penicillin nor the sulphon- 
amides affected the course of the disease. Necropsies 
were carried out on 24 of the 52 fatal cases; only 5 
showed haemorrhagic gastro-enteritis. There were liver 
changes in all, ranging from mild fatty degeneration to 
necrosis; the brain and meninges were nearly always 
intensely congested. Preliminary bacteriological in- 
vestigation led to a study of the coliform bacteria and 
it became probable that the series of cases was associated 
with a serologically homogeneous strain of Bact. coli, 
the biochemical and antigenic properties of which are 


described. The incidence of this agglutinable strain 


is illustrated by noting recovery of the organism in over 
90% of cases of primary gastro-enteritis, in 34% of 


doubtful cases and secondary diarrhoea, and in less than 


5% of healthy controls; efforts to demonstrate the 
pathogenicity of the organism or the presence of a 
F. T. H. Wood 


1708. The Use of Serum Gamma Globulin Antibodies to 


‘Control Chicken Pox in a Convalescent Hospital for 


Children 
W.L. FuNKHousER. Journal of Pediatrics [J. Pediat.) 32, 
257-259, March, 1948. 


Chickenpox is one of the most contagious of the ex- 
anthemata. It was therefore thought desirable to study 
the modification or prevention of the disease by immune 
serum globulin (human) in the following dosage: children 


-under | year of age, 2 ml.; 2 to 4 years, 3 ml.; 4 to 6 years, 
-4ml.; over 6 years, 5 ml. 


(1) An inmate of a children’s hospital developed 
chickenpox. .The infected child was removed to a fever 
hospital and 7 contacts who had never had chickenpox 
were inoculated with serum globulin intramuscularly. 
None developed the disease: (2) Seven months later 
there was a further case. This patient was kept in the 
hospital. Fifteen susceptible children were given serum 
globulin within 24 hours of diagnosis; 4 of these 
developed unmodified chickenpox within 6 days, prob- 
ably having been infected at the same time as the first 
case. There was one mild case 14 days after infection. 
A child admitted during the incubation period developed 
chickenpox 19 days later, in spite of inoculation. A 
non-immunized patient, who was thought to have had 
chickenpox, had a rash 19 days later. (3) After some 
months in which there was no infection, a patient, 
newly admitted, showed a typical rash. He was not 
isolated from the other 9 susceptible children in the ward. 
They were immunized and none developed chickenpox. 
The 7 children in the two adjacent wards were also 
immunized, and none had chickenpox. On another floor 
2 susceptible children were inoculated and remained free 
from infection. During the incubation period 6 children 
newly admitted were inoculated and remained unaffected. 
(4) Two months later a patient developed chickenpox 
1 week after admission. All contacts had either been 
given serum or had a history of chickenpox, but 1 child 
in the latter group developed the infection 18 days after- 
wards. (5) Achild had measles. All inmates were given 
immune serum and the infected patient was isolated. 
No case of measles or chickenpox was seen. (6) Six 
months later a child who had previously been immunized 
had a chickenpox eruption. This was ‘taken to mean 
that the passive immunity was exhausted in 6 months. 
The child was not isolated, but all the susceptible children 
were immunized. Two developed chickenpox. 

The administration of immune serum globulin (human) 
is therefore considered valuable in modifying or prevent- 
ing chickenpox. B. S. P. Gurney 


1709. Marked Hypokalemia in Prolonged Diarrhea: 
Possible Effect on Heart 

A. H. Gamsie, H. F. Wiese, and A. E. HANSEN. 
Pediatrics [Pediatrics] 1, 58-65, Jan., 1948. 18 refs. 


An 8-month-old girl was admitted to hospital with 
severe diarrhoea of 1 month’s duration. In another’ 
hospital she had been given 2,000 ml. of 5% dextrose in 
distilled water subcutaneously in a week, and an intra- 
venous infusion of 500 ml. of blood. Very little milk 
but a large quantity of boiled tap water was given by 
mouth. Wasting and dehydration were pronounced, 
but there was a little oedema of the feet. Slight haemo- 
concentration was present. Serum sodium was 115 milli- 
equivalents per litre [200 mg. per 100 ml.], serum potas- 
sium 1-3 mEq. per litre [5-1 mg. per 100 ml.], carbon- 
dioxide combining power 11:2 mEq. per litre [normal 
22 mEq.]. Shigella sonnei was isolated from stools. The 
child was given plasma intravenously, and saline, glucose, 
and 500 ml. Darrow’s solution subcutaneously on the 
first day. Plasma and blood were given daily for the 
first week, the total fluid intake, including Darrow’s 
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solution by mouth, being 200 ml. per kilo. Vitamins 
C, B, and K were given parenterally. Pneumonia, 
pharyngitis, and otitis developed on the fourth day 
and began to subside on the seventh day. During this 
infection tachycardia and tachypnoea were marked. 
On the tenth day tachycardia and a systolic apical 
murmur developed. In the electrocardiogram there 
were low QRS complexes, a depressed ST, an almost 
absent T in Leads I, II, and III, and an inverted T in 
Leads IV and CF2. The electrocardiogram did not 
become normal for 6 days, 5 days after the return of 
serum potassium to normal. Radiographs showed 
cardiac enlargement. The child had a small pulmonary 
infarct from a thrombosed leg vein on the day before the 
murmur and tachycardia developed, and a staphylo- 
coccal abscess of the thigh during convalescence. She 
was discharged well 7 weeks after admission. 

No other case has been recorded in which such a low 
serum-potassium level was associated with eventual 
recovery. The prolonged diarrhoea, the intake of large 
amounts of water without added minerals, and the 
subcutaneous injection of aqueous glucose solution were 
probably important causative factors. In spite of the 
low serum-potassium level—which continued for 7 days 
after the administration of potassium enterally and par- 
enterally—there was no respiratory or peripheral para- 
lysis. The cardiac changes were those expected, except 
for the enlargement and murmur. These were probably 
due to the long duration of hypokalaemia (low level of 
potassium in blocd). The alkalosis is explained by pos- 
tulating a low potassium content of the muscles and a 
high intracellular sodium content, which has been shown 
by Darrow to cause a high serum-bicarbonate level if 
enough water and salts are given. 

J. Vernon Braithwaite 


1710. Respiratory Acidosis and Alkalosis in Children 
S. Specror and C. F. MCKHANN. Journal of Pediatrics 
[J. Pediat.] 32, 227-245, March, 1948. 8 figs., 14 refs. 


The importance of renal function in maintaining acid— 
base balance and a constant pH of 7-4 in blood plasma is 
well recognized, but perhaps, as this article points out, 
the influence of the respiratory mechanism is not so well 
kept in mind. Sodium constitutes about 91% of blood 
base (B), while chloride (66%) and bicarbonate ion 
(HCO,) make up the chief acid radicles. Normally, and 
within very narrow limits, the H.HCO, and B.HCO, 
of blood plasma are maintained in a ratio of 1 : 20 and 
this is the most important of the various buffer systems 
concerned in regulating plasma pH. An uncompensated 
increase in B.HCO, without a relative increase in 
H.HCO, produces an increase in pH, and an uncompen- 
sated alkalosis, whereas an uncompensated decrease in 
- base produces a fall in pH and an uncompensated 
acidosis. Increase in base can be compensated by 
increasing the concentration of carbonic acid, thus 
maintaining the 1 : 20 ratio and hence the plasma pH 
unchanged, or by excretion of cations through the kidney. 
Similarly increase of acid radicles results in accelerated 
excretion of CO, by the lungs as well as of chloride by 
the kidneys. In the latter mechanism a considerable 
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time lag is involved, whereas the respiratory reaction to 
slight changes in plasma pH is prompt, and usually 
effective in preventing sudden or wide deviations from 
the normal. 

Respiratory acidosis or alkalosis develops when the 
respiratory mechanism preventing plasma pH c 
functions inadequately. Acidosis in children is usually 
due to accumulation of ketone bodies (in starvation, 
diabetes, infection, and glycogen storage disease), failure 
of renal function with accumulation of acid radicles and 
probably also with failure of ammonia production, loss 
of base as in diarrhoea, or ingestion of acid-producing 
salts such as calcium and ammonium chloride. These 
conditions all result in lowered total bicarbonate, and 
a compensatory hyperventilation reduces plasma H.HCO, 
and helps to maintain the 1 : 20 ratio. In metabolic 
alkalosis, the result of chloride loss through vomiting or 
of excessive ingestion of alkali, the bicarbonate concentra- 
tion is increased and shallow breathing, which aids reten- 
tion of CO,, occurs, again in an effort to preserve the 
1:20 ratio. If, however, the respiratory mechanism 
is not normal, compensation occurs more slowly, and 
there may be a persistent alteration of plasma pH. 
Conditions interfering with escape of CO, from the lungs, 
such as pulmonary oedema, emphysema, fibrosis, and 
bronchiolitis in children, result in increase in the H.HCO, 
fraction, to compensate for which there is a need for 
increase in B.HCO;. This can be obtained by renal 
reduction of chloride with increased chloride and 
ammonia excretion, and it is pointed out that administra- 
tion of fluids with a high chloride content is contra- 
indicated in this type of case. When respiratory acidosis 
is compensated there is an increased level of total bicar- 
bonate in plasma, and the urine may become alkaline, 
It is also important to note that if the condition leading to 
increased CO, retention should be removed suddenly, 
for example, by tracheotomy in a patient with laryngeal 
obstruction, the plasma H.HCO, may fall rapidly and 
signs of alkalosis, even tetany, may appear. 

Hyperventilation resulting in respiratory alkalosis may 
occur in salicylate intoxication, meningitis, encephalitis, 
and hyperpyrexia, in each case apparently as a result of 
disturbance of the respiratory centre. To compensate 
for the loss of CO, from the lungs, there is need for 
decrease in plasma B.HCO ;. This is accomplished by 
diminished renal excretion of chloride which, therefore, 
displaces the HCO, radicle and decreases the residual 
base available as B.HCO;. Some investigators have also 
noted an increase in lactic acid and ketone bodies in the 
plasma, the mechanism of production of which is not 
understood. Administration of chloride to _ these 
patients seems reasonable, but correction of the respira- 
tory disturbance should be the first consideration. The 
activity of the respiratory centre is best controlled by 
drugs such as morphine, though barbiturates are some 
times more effective in correcting hyperventilation in 
salicylate intoxication. 


1711. Blood and Extracellular Fluid Studies in Chronic 
Malnutrition in Infancy 

F. GOLtan. Journal of Clinical Investigation [J. clin. 
Invest.] 27, 352-363, May, 1948. 4 figs., 46 refs, 


Medicine : 


1713. Dilution Acidosis 

G. T. SHires and J. HOLMAN. Annals of Internal 
Medicine [Ann. intern. Med.] 28, 557-559, March, 1948. 
2 figs., 8 refs. 


Whenever it is necessary to give saline to a patient 
extremely rapidly a significant amount of sodium 
bicarbonate should be administered simultaneously to 
prevent a dilution acidosis. Similar considerations 
apply in diabetic acidosis, in organic renal disease, and 
when there is renal circulatory failure. A commercial 
preparation of saline and sodium bicarbonate recom- 
mended and- used in experimental work by the authors 
contains 6-44 g. of sodium chloride, 2-52 g. of sodium 
bicarbonate, and 0-18 g. of potassium chloride per litre. 

G. F. Walker 


1714. Normal Temperatures in Old Age 
T. H. Howext. Lancet [Lancet] 1, 517-519, April 3, 
1948. 1 fig., 6 refs. 


Much difference of opinion has existed on the normal 
body temperature in the aged. Investigations among 
326 inmates of the Royal Hospital, Chelsea, and St. 
John’s Hospital, Battersea, were undertaken by the author 
on scientific lines. A group of 50 nurses, male and 
female, were used as controls. The results are grouped 
and tabulated according to age, which ranged from 65 to 
91 years. Oral and axillary temperatures are compared. 
Only healthy subjects were observed. Broadly speaking, 
the temperature in elderly people is lower than in younger 
individuals, and the range of variation is greater. It is 
also noted that half a minute is too short a time to allow 
~the true reading to appear on a thermometer, while few 
older people can retain it in place for more than 5 
minutes. ; T. E. Graham 
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1715. ‘* Anthisan” in Treatment of Asthma and Hay- 
fever 

N. SouTHWELL. British Medical Journal [Brit. med. J.] 
1, 877-880, May 8, 1948. 7 refs. 


. This report from the Asthma Clinic, Guy’s Hospital, 
gives the results of a carefully planned trial of ** anthisan ”’ 
(neoantergan) in 25 asthmatic patients and in 15 with 
hay-fever. The asthma was of allergic type with minimal 
infection and lung damage, and 20 of the patients were 
well known at the clinic. The other 5 were cases of 
recent onset and received no treatment other than that 
under trial. Each patient was graded at the outset 
according to the severity of past symptoms. Grade 1 
included patients with an attack rate of less than one a 
month, while Grade 6 patients were unable to work 
Owing to continual asthma. Each patient was regraded 


General 


at the end of each week during the 8-week trial. Dummy 
tablets were given for the first fortnight and then real and 
dummy tablets alternated for periods of 2 or 3 weeks. 
For the first 3 days the dose was 0-1 g. three times a day, 
and subsequently 0-3 g. three times a day. At the end of 
the 8 weeks average grading figures were calculated for 
the weeks on dummy and real tablets, and these are 
regarded as symbolic of the weekly severity of the asthma 
in each patient. Average weekly grade numbers for the 
series of patients were 4, 3-6, and 3-5 when untreated, 
on dummy tablets, and on real tablets, respectively. 
Thus neoantergan appears of little or no value in the 
treatment of asthma. The figures illustrate the import- 
ance of an adequate control with dummy tablets. No 
beneficial effect was noted in the milder cases or in those 
of recent onset, and the soporific effect did not confer any 
benefit on the asthmatic attack rate. Two patients were 
greatly improved by dummy tablets (sucrose, lactose, and 
starch). Ina similar tria! in hay-fever patients (sensitive 
to grass or tree pollen) the average weekly gradings were 
3-8, 3-73, and 1-5 when untreated and on dummy and 
real tablets. (Grade 1 had no symptoms, Grade 4, 
severe symptoms.) Thé patients regarded the effect as 
“‘equal to any but the most successful desensitization 
course’’. Neoantergan is thus of real value in the 
symptomatic treatment of hay-fever. Reactions, notably 
slight nausea in 10, nausea and drowsiness in 6, and 
drowsiness in 4, were noted in 23 of the 42 patients. 
[This method of evaluating the effects of treatment is 
to be commended, especially by comparison with other 
reports, mentioned by the author, in which no adequate 
criteria of improvement are indicated. Herxheimer has 
recently shown (Lancet, 1948, 1, 667), that larger doses of 
neoantergan increased vital capacity in asthmatic 
persons. ] Derek R. Wood 


1716. Comparative Studies of Several Antihistaminic 
Drugs 

C. E. ArBEsMAN. Journal of Allergy [J. Allergy] 19, 
178-183, May, 1948. 2 figs., 5 refs. 


Clinical data were obtained from 291 patients suffering 
from allergic rhinitis or bronchial asthma or both. The 
patients were interviewed at certain intervals, and they 
recorded their symptoms each day on special cards. 
Details are not given of how the relief afforded by a drug 
was assessed from the symptoms, but a patient was 
regarded as improved when he had “ at least 50% relief 
of symptoms”. Many patients were given several of 
the drugs investigated, and they were asked which gave 
the greatest relief. ‘‘ Neoantergan’’, “ antistin’’, and 
** neohetramine ’’ were administered in 100-mg. doses, 
pyribenzamine””’ in 50-mg. doses, and hydrylline 
(25 mg. “ benadryl’? and 100 mg. aminophylline) in 
doses of one or two tablets. The patients took these 
substances only when required, and the daily dose is 
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not stated. Allergic rhinitis was improved in 80% of 
the cases by pyribenzamine, in 63% by neoantergan, 
while the other drugs had less effect. In bronchial 
asthma hydryllin proved effective in 64%, followed 
by neoantergan and pyribenzamine in 43 and 45% 
respectively. The less potent substances, neohetramine 
and antistin, caused also fewer reactions, and they 
proved effective in certain patients. H. Herxheimer 


1717. The Effects of Decapryn Succinate, a New Anti- 
histamine Agent, in Some Natural and Acquired Hyper- 
sensitivities in Animals. 2-[«(2-Dimethylaminoethoxy)- 
«-Methylbenzyl]-Pyridine Succinate 

B. B. BROwN and H. W. WERNER. Annals of Allergy 
[Ann. Allergy] 6, 122-130, March-April, 1948. 8 refs. 


Decapryn succinate (2[«-(2-dimethylaminoethoxy)- 
a-methylbenzyl]-pyridine succinate) is an antihistamine 
agent of low toxicity. In this paper, intraperitoneal 
injection of decapryn succinate is shown to protect 
guinea-pigs passively sensitized with anti-beef serum 
from the effects of a dose otherwise causing shock. 
Guinea-pigs actively sensitized with four injections of 
beef serum were not protected by previous sub- 
cutaneous injections of decapryn succinate. The effect 
of intravenous histamine diphosphate was not diminished 
after administration of decapryn succinate. The re- 
action elicited in rats by intraperitoneal injection of egg- 
white was reduced or prevented by suitable doses of the 
drug. Protection was also conferred against experi- 
mental skin sensitivity induced in guinea-pigs by in- 
tradermal injections of 2,4-dinitrochlorobenzene or 
repeated surface application of p-nitrosodimethylaniline. 
Decapryn succinate was effective when given either by 
injection or orally. It was less effective in an ointment in 
cases of skin sensitivity. R. S. Bruce Pearson 


1718. A Clinical Investigation of Beta-morpholino- 
ethyl Benzhydryl Ether Hydrochloride (Linadryl) as an 
Antihistamine Agent 

T. H. McGavack, P. M. SCHULMAN, and L. J. Boyp. 
Journal of Allergy (J. Allergy] 19, 141-145, March, 1948. 
4 refs. 


A clinical trial of the effects of B-morpholino-ethyl 
benzhydryl ether hydrochloride (“linadryl”) has been 
carried out. This drug was tested on 107 persons 
‘without recognizable disturbances of the autonomic 
nervous system” and 143 individuals with allergic 
disease. Doses varying between 300 and 1,200 mg. were 
given daily. Doses of 600 mg. or more daily reduced 


the skin response to histamine in the control series, while” 


25 of the latter subjects slept better and reported a more 
placid outlook on life. Inconstant effects upon the 
gastric secretion of acid and upon capillary permeability 
were noted. Of the allergic subjects those suffering 
from acute urticaria responded best. The drug was 
decreasingly effective in chronic urticaria, rhinorrhoea, 
eczema, bronchial asthma, hay fever, and neurodermatitis. 
In all, 12-5% of patients were completely relieved by 
300 to 750 mg. of linadryl daily, and an additional 48% 
were partly relieved. In 25 patients, ‘ benadryl’ was 
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more effective than linadryl in smaller doses. Seco 
effects were observed in 43 of the 250 patients tested, 
None of these was receiving less than 250 mg. of the drug. 
These effects included nervousness, blurred vision, dizzi. 
ness, headache, fatigue, and diarrhoea, and us’ 
disappeared if the drug was continued, unless more than 
900 mg. daily was administered. R. S. Bruce Pearson 


1719. The Action of Pilocarpine on the Lungs in Normal - 
and Asthmatic Subjects 

J. J. Curry and S. E. Learp. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 33, 585-594, 
May, 1948. 4 figs., 12 refs. 


Pilocarpine hydrochloride, in doses of 1 to 5 mg., was 
injected intravenously or intramuscularly into 10 normal 
subjects and 17 asthmatic persons, the pulmonary 
response being measured by changes in vital capacity. 
Of the 10 controls only 2 showed any reduction in vital 
capacity, while in several there was an increase, attribut- 
able possibly to lack of training. Sweating was 
apparently uniform and there was cardiac acceleration. 

In all the 17 asthmatic persons (7 males and 10 females, 
aged from 14 to 49) there was a reduction in vital capacity 
—very small in 2, but rising to 80% in 1—and with this 
there were attacks of asthma. Previously some of the 
subjects had been given ‘‘mecholy!”’, which caused a greater 
diminution in vital capacity and more severe asthmatic 
attacks than pilocarpine. So far as sweating, flushing, 
and salivation were concerned, there was no apparent 
difference between asthmatic persons and controls. 
After-intravenous injection of 1 to 4 mg. of pilocarpine 
the greatest reduction in the vital capacity of asthmatic 
persons occurred in 30 seconds; sometimes there was a 
further fall after 3 minutes. Occasionally, an evanescent 
fall was observed after 10 to 15 minutes. After intra- 
muscular injection of 3 to 4 mg. the general effects 
occurred in a few minutes, but the maximum fall in vital 
capacity was delayed for 6 to 25 minutes. With mecholyl 
the reduction was noticeable in 2 minutes, maximal in- 
4 to 6 minutes, and had passed off in about 15 minutes. 
The effects of neostigmine resemble those of pilocarpine 
rather than those of mecholyl. It is suggested that 
pilocarpine may cause the release of adrenaline, which 
in turn gives some protection to the bronchial muscle, 
thus delaying the onset of the effects. In 2 cases it was 
found that adrenaline, given 5 minutes beforehand, 
afforded almost complete protection from the effects of 
pilocarpine on the lungs, but failed to have any effect on 
salivation, flushing, and sweating. Again, theophylline 
ethylenediamine acted like adrenaline. ‘* Bellafoline ”, . 
which might have been expected to protect all the organs 
from the effects of pilocarpine, protected the lungs only. 

The authors conclude that in experiments of this 
nature mecholyl is to be preferred to pilocarpine as a 
cholinergic substance; further, that the action of atro- 
pine and similar drugs in spontaneous asthma should be 
reinvestigated. Reginald St. A. Heathcote 


1720. Clinical Experiences with Antistine 
R. F. HuGuHes. Annals of Allergy [Ann. a 6, 
405-407, July—Aug., 1948. 4 refs. 
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1. V, Scunt, J. F. REINHARD, and N. B. Dreyer. Journal 
of Allergy [J. Allergy] 19, 184-199, May, 1948. 6 dente 
14 refs. 


“ Neohetramine ”’ is a new antihistaminic substance of 


‘HCI. 


When it was given to rats (in groups of 20) for 91 days 


in amounts up to 200 mg. per kilo, the weight and the 
blood count did not change as compared with those of a 
control group. It affords protection to guinea-pigs 
against nebulized or intravenous histamine in about the 
same strength as “ benadryl”’, while “ pyribenzamine ” 
is much stronger. About the same difference was 
found when the influence of these drugs in neutralizing 
the histamine effect on capillary permeability was 
investigated. Neohetramine antagonized the action 
of histamine in various isolated organs, guinea-pig ileum 
and uterus, cat intestine and uterus, and rabbit ear; 
it did not antagonize the relaxing influence on the rabbit’s 
uterus. Protection against anaphylactic shock and 
passive anaphylaxis was afforded by 1I-mg. and 5-mg. 
doses of the three drugs tested. Here, also, pyri- 
benzamine seemed to be stronger than benadryl and 
neohetramine. Apart from the antihistaminic action, 
neohetramine causes some ventricular depression, 
bradycardia, and transient vasodepression; it can depress 
salivary secretion, and it can, after a transient irritation, 
produce a procaine-like anaesthetic effect on the eye. 
It does not alter sympathetic responses nor does it 
potentiate adrenaline action. H. Herxheimer 


1722. Combined Theoglycinate and Penicillin Aerosol in 
the Treatment of Severe Asthma. Preliminary Report 
H. M. Busert and S. Cook. Bulletin of the School of 
Medicine University of Maryland [Bull. Sch. Med. 
Maryland] 32, 175-190, April, 1948. 3 figs., 6 refs. 


The authors have written this preliminary report 
because of the remarkable success of the combined 
theoglycinate and penicillin aerosol therapy and the 
complete absence of any serious toxic effects. 

Of the three methyl derivatives of xanthine that are 
used clinically—namely, caffeine, theobromine, and theo- 
phylline—the last exerts the greatest influence on the 


bronchial tubes. Unfortunately, it is only slightly 
soluble, but it was found to be readily soluble in sodium 
glycinate solution, which contains an amino group that 
prevents precipitation of theophylline in the stomach by 
neutralization of the gastric acidity. It is thus possible 
to give large doses of theophylline orally without pro- 
ducing gastric irritation. In the authors’ hands combined 
theoglycinate and penicillin aerosol therapy proved 
more efficacious in the treatment of status asthmaticus 
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than any other combination of drugs now in gerieral use. 
The aerosol solutions were most satisfactorily ad- 
ministered in a small transparent canopy, with oxygen or 
an oxygen-helium mixture for nebulizing the solution, 
though good results were also obtained with many other 
kinds of nebulizer, including open hand-operated types. 
In the majority of cases a 5% solution of theoglycinate 
aerosol was used, usually 2 ml. every 4 hours preceding 
the penicillin aerosol. The penicillin aerosol generally 
consisted of 20,000 units in 2 ml. of sterile water or saline. 
The usual time required for aerosolization of 2 ml. of 
theoglycinate and 2 ml. of penicillin was 40 to 45 minutes. 
The authors have treated 33 patients with bronchial 
asthma, 18 of whom were in status asthmaticus. The 
advantages claimed by the authors were that the treatment 
is often effective when all other treatments have failed, it 
can be tolerated very well by young children, and is non- 
toxic. S. Oram 


1723. Studies on Eggwhite Sensitivity in the Rat. 
fluence of the Endocrine Glands 

J. LeGer and G. M. C. Masson. Annals of Allergy 
[Ann. Allergy] 6, 131-145, March-April, 1948. Biblio- 
graphy. 


Rats are naturally sensitive to egg-white. If this is 
injected intraperitoneally they develop oedema of the 
tongue, face, paws, and clitoris with hyperaemia. The 
reaction is prevented by certain antihistamine drugs. 
The effect of extirpation of various endocrine glands, or 
of administration of their secretion, upon this reaction was 
studied. The reaction was increased by administration 
of thyroxine and by adrenalectomy. Thyroidectomy or 
treatment with oestrogens, testosterone, or damaging 
agents (formalin, indian ink, exercise) rendered the 
animals less sensitive. Administration of other glandular 
products, or removal of the pituitary gland, the gonads, 
or the thymus had no demonstrable effect. The authors 
consider that this natural sensitivity of rats to egg-white 
may be useful in assessing the effect of treatment designed 
to combat allergic processes. R. S. Bruce Pearson 


In- 


1724.. Food Allergy. IV. The Function and Clinical 
Application of the Rotary Diversified Diet 

H. J. Rinker. Journal of Pediatrics [J. Pediat.) 32, 
266-274, March, 1948. 1 fig., 4 refs. 


The scheme of the rotary diversified diet consists in 
limiting the quantity of each food eaten to one average 
serving every 2 to 7 days, according to the severity of 
allergic symptoms. The author believes that some 
persons have a low inherent tolerance for foods and 
that they will develop a degree of sensitization against 
any food which is eaten frequently. These patients if 
placed on an ordinary elimination diet, restricted to a 
few foods for which they show no intolerance, will 
readily become sensitive to the diet, with recurrence of 
severe symptoms. Elimination of an article of diet to 
which a patient shows sensitivity is known to improve 
tolerance, so that after an interval, such as 6 months, 
the food can be reintroduced if used infrequently. 

Only foods which produce no symptorns are used, 
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and the object of using the rotary diet is to maintain 
tolerance for foods which previously provoked reactions 
and to prevent the development of new sensitivities. It 
is emphasized that the diet is not a substitute for diag- 
nosis and is recommended only for patients in whom it 
has been proved that dietary factors are important. 
However, it is claimed, after 10 years’ experience with 
this diet in eczematous children, that the incidence of 
asthma due to food allergy in later years is but a fraction 
of the incidence in similar groups in which such measures 
are not used. M. Baber 
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1725. Gynecomastia Following Severe Starvation 
E. C. Jacoss. Annals of Internal Medicine [Ann. intern. 
Med.] 28, 792-797, April, 1948. 14 refs. 


This is a study of about 10,000 American prisoners 
of war in Japanese hands for over 3 years. At first 
these men were victims of malnutrition and every variety 
of indignity and deprivation. About half way through 
their captivity they each received several Red Cross 
parcels, the contents of which were consumed with 
voracity. Nutrition improved slightly but was accom- 
panied unexpectedly by true gynaecomastia. About 
10% of the whole camp developed this trouble. When 
the Red Cross parcels ceased malnutrition again appeared 
and the gynaecomastia subsided. Twenty months later 
the men were liberated and very naturally consumed 
great quantities of rich American food. Again gynaeco- 
mastia appeared in a substantial number of them, and 
subsided when diet and physique became reasonably 
normal. 

The interpretation of this phenomenon would seem to 
be somewhat as follows. Malnutrition impairs both the 
gonadal secretion and liver function. A sudden increase 
of diet in a malnourished person stimulates both andro- 
genic and oestrogenic activity. In such circumstances 
the liver can dispose of the excessive androgens, but is 
unable to cope with the excessive oestrogens. The 
excessive oestrogen present in the body fluids stimulates 
mammary development. G. F. Walker 


1726. Energy Metabolism in Obese Patients 

L. H. NewsurGH. Bulletin of the New York Academy 
of Medicine (Bull. N.Y. Acad. Med.] 24, 227-238, April, 
1948. 3 figs., 12 refs. 


It had often been found that obese persons, in. spite 
of severely reduced quantities of food, failed to lose 


weight. It was only natural to infer that these patients 
were suffering from some metabolic disturbance, and 
reports of early workers stated that the heat production 
of obese persons per kilo of body weight in the resting 
post-absorptive phase was less than that of normal 
controls. Subsequently, it was demonstrated that the 
basal heat production was proportional to the area of 
the body surface, and that neither height nor weight 
could be used alone as a basis for calculation. When 
height is stationary, doubling the body weight increases 
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the area of body surface by about 40%; if basal heat 
production per square metre of, body surface remains 
constant during the increase in weight, the heat production 
per kilo will have decreased by about 40% of its original 
value while body weight has doubled. Total heat pro. 
duction of obese persons is, in fact, equal to, or often 
even greater than, that of normal controls, and attempts 
to attribute obesity to lessened calorie response to food 
could not be substantiated. 

It often takes some time for obese persons to lose 
weight on a low-calorie diet; this is due to water reten. . 
tion. The exact mechanism of this water retention js 
not yet clear, and there may be brief periods of water 
retention in normal persons receiving a low-calorie diet, 
The author quotes several examples, and concludes 
that these periods of water retention, ‘‘ which may recu 
frequently or occasionally, are always followed by periods 
of accelerated water loss ” with appropriate diet. 

[This interesting paper should be read in full. The 
calculations of the water balances are very important 
but cannot be reproduced in a short abstract.] 

Z. A. Leitner 


1727. A Case of Chronic Porphyria Associated with 
Recurrent Jaundice 

Quarterly 
Journal of Medicine (Quart. J. Med.) 17, 123-137, April, 
1948. 21 refs. 


This paper records the case of a man who enjoyed 
normal health until he was 20. From 20 to 22 he hada 
recurring bullous skin rash on the face and hands pro- 
voked by sun and local trauma; from 22 to 24 he had 
several attacks of severe abdominal pain associated with 
jaundice which were unrelated to season, though photo- 
sensitivity associated with direct local trauma persisted 
during the summer and was especially marked during 
the abdominal attacks. From 24 to 28 (the time of 
publication of this paper) both skin and abdominal symp- 
toms gradually diminished. There was no relevant 
family history. A detailed study of porphyrin excretion 
in urine and faeces and of blood porphyrin, during both 
attacks and remissions, was made. Henry Cohen 


1728. Body Size and Growth Rate of Children with 
Diabetes Mellitus 

C. K. BEAL. Journal of Pediatrics {J. Pediat. 32, 170- 
179, Feb., 1948. 1 fig., 5 refs. 


Before the use of insulin in diabetes, stunting of growth 
nearly always occurred in diabetic children. In the 
present study of diabetic children treated with insulin 
and a controlled diet their growth rate was compared | 
with that of healthy children; their heights and weights 
before the onset of the disease and their final adult 
heights were also studied. The growth records of 201 
Uiabetic children (97 girls and 104 boys) treated in the 
Paediatric Department of Iowa University between 1920 
and 1937 gave the necessary data. The age of onset of 
diabetes was between 6 months and 6 years in 32% of 
the whole group (both sexes); between 6 and 10 years in 
25%; and between 10 and 14 years in 38%. After 
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stabilization in hospital, insulin and dietetic control was 
maintained by out-patient attendance twice a year. The 
general social and economic status of the group is shown 
by the fact that 68% of the families received social and 
economic help as well as medical care from state or local 
institutions. - The normal control figures for height were 
obtained from healthy children attending Iowa schools. 
In 92 children examined within 3 months of onset of 
diabetes, the average height was essentially the same as 
that of healthy children of their respective ages. This 
finding is at variance with those of several previous 
investigations, in which in a majority of children examined 
within 3 months of onset the height was above the 
average. Where treatment was begun within 3 months 
of onset the average weight was 4-2 kilo below the average 
for controls. Where the interval between onset of dia- 
betes and treatment was 3 years or more the difference 
in height between untreated diabetic children and 
normal children reached an average of 3-9 in. (9-7 


cm.). 

The study of the growth rate of the children during 
treatment and dietetic control was complicated by the 
varying length of the period before treatment, and by 
the normal variations of growth during different age 
periods in childhood. Taking this into account, it was 
found that the rate of growth was not affected by the 
length of the period during which the disease was un- 
treated; retardation occurred throughout the period of 
treatment, but was less in the first year of treatment than 
in subsequent years. The author believes that during 
the first year of treatment there is a partial compensation 
for the retardation before treatment. Between the ages 
of 5 and 7 years the average annual gain in height was 
0-4 in. (1 cm.) less than that of normal children; be- 
tween 7 and 9 years the difference was 0-3 in. (0-75 cm.). 
In boys of 17 years the average height was 1-9 in. 
(4-75 cm.) less than normal, and in girls of 16 years 
the average deviation from normal was 0°5 in. (1:25 cm.). 

There were, however, unexpected gains in height, both 
in boys and girls, after the ages of 17 and 16 years 
respectively. This point was investigated in 21 males 
and 24 females. The records showed that “an extra- 
ordinarily large number ”’ of the boys exceeded the normal 
slow rate of growth after 17 years, and that this was also 
true of ‘‘ an unusually large number” of the girls as 
regards growth after 16 years. ‘* Although both sexes 
were on the average shorter than the normal height at 
the time that growth is usually terminated for the normal 
child, additional gains led to the attainment of normal 
adult stature.” C. McNeil 


1729. Pruritus in Diabetes Mellitus. An Experimental 
Investigation in Animals 

H. KoENIGSTEIN. Journal of Investigative Dermatology 
[J. invest. Derm.] 10, 265-271, April, 1948. 16 refs. 


Glucose, acetone, aceto-acetic acid, and cholesterol 
were injected in the form of solution or emulsion into the 
cisterna of cats and rabbits. Doses were arranged to give 
the concentration in the cerebrospinal fluid that is found 
in human diabetics. No scratching paroxysms were 
induced. Very large doses of glucose caused short 
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paroxysms of scratching in a few animals. Normal 
rabbits could be made to scratch when 0-2 ml. per kilo of a 
0-7% solution of ammonium chloride was injected into 
the cisterna, but not when smaller doses were given. 
Rabbits were rendered diabetic by intravenous injections 
of alloxan; 0-15 ml. per kilo of the solution made 75% of 
them scratch. When insulin was given, 0-2 ml. per kilo 
was needed to make the animals scratch. A diet of oats — 
did not change the threshold for scratching. 

E. Lipman Cohen 


1730. Observations on the Use of Mixtures of Protamine 
Zinc and Regular Insulins in the Management of Diabetes 
Mellitus 

E. Downie. Medical Journal of Australia [Med. J. 
Aust.) 1, 425-429, April 3, 1948. 1 fig., 12 refs. 


The author shows that administration of an adequate 
mixed dose of protamine zinc insulin and soluble insulin 
is the best method of treating severe diabetes by only 
one daily injection. [As this has been a common pro- 
cedure in Britain since 1937 and in America since 1944, 
the article, which is a very sound one, provides nothing 
but confirmatory evidence.] R. D. Lawrence 


1731. The Effect of Insulin on Storage of Protein. (In 
sulin hatasa a fehérjeraktarozasra) 

S. LanGc. Orvosok Lapja [Orv. Lapja] 4, 513-514, 
April 18, 1948. 8 refs. 


The amount of fluid and of non-protein nitrogen in 
the muscles and liver of rats treated with insulin over a 
prolonged period does not differ from the normal; the 
protein content of the muscles also remains normal, 
whereas the protein content of the liver is considerably 
increased in insulin-treated rats. Insulin appears to 
promote the storage of protein in the liver—{Author’s © 
summary. } 


1732. Deficiency Scrotal Dermatitis in P.O.W.s in the 
Far East 

A. W. FRANKLAND. British Medical Journal (Brit. med. 
J.) 1, 1023-1026, May 29, 1948. 19 refs. 


The condition here described—one well recognized for 
many years by the few but now more widely known since 
numbers of medical men encountered it among inmates 
of the prisoner-of-war camps in the Far East—has, 
of course, been well described before. The present 
account, based on some 550 cases, is, however, excellent 
[and would have been better had the author more closely 
distinguished between the condition and the complications 
which may occur, and had he differentiated among what 
he called “associated vitamin-deficiency diseases”’ those 
due to the same deficiency as the ‘scrotal dermatitis. 
The author had no supply of riboflavin and, unable to 
make the crucial test, he appears to be unready to accept 
the now generally agreed aetiology]. H. §. Stannus 


1733. Calculation of the Basal Metabolism. [In English] 
J. Hussy. Acta Medica Scandinavica [Acta med. scand.] 
129, 582-592, 1948. 1 fig., 6 refs. 
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1734. Angiocardiography. 
graphie) 

M. Mouaquin, —. Ferzer, and —. DurAND. Archives 
des Maladies du Coeur et des Vaisseaux [Arch. Mal. 
Coeur] 41, 160-164, March-April, 1948. 


The authors discuss the various method of performing 
angiocardiography and describe their routine. They 
inject (being unable to obtain “* diodrast ”) 40 to 50 ml. of 
an iodized oil called “* tenebryl ” into the antecubital vein, 
and take two series of six exposures, one at 4, 5, and 6 
seconds after the injection (to show the opaque substance 
in the right side of the heart) and a second series at 9, 11, 
and 13 seconds after the injection (to show the aorta and 
the left side of the heart). They remark on the inadequacy 
of these fixed intervals to show satisfactorily the nature of 
cardiac abnormalities, especially when there is an intra- 
cardiac shunt, and they anticipate the value of a projected 
apparatus which will permit the taking of 10 exposures 
successively at intervals of 1 second after the injection 
of the radio-opaque medium. On the grounds of sim- 
plicity they prefer not to use the technique of Chavez and 
Célis, which is to inject the opaque substance into the 
superior vena cava through a tube passed into the 
external jugular vein. H. E. Holling 


(A propos de l’angiocardio- 


1735. The Reliability of Percussion of the Left Heart 
Border 


H. E. Levin and H. Nace. Bulletin of the School of 
Medicine University of Maryland [Bull. Sch. Med. 
Maryland] 32, 221-223, April, 1948. 3 refs. 


The authors carried out percussion of the left cardiac 
border in 25 subjects and compared the position of the 
outermost point of dullness with the position of the 
outermost point of the left cardiac silhouette as seen in 
radiographs taken at 6 feet. They conclude that the 
heart size was over-estimated in about as many cases as 
it was under-estimated, and that the margin of error was 
not more than | cm. in 56% of cases, and not more than 
1-5 cm. in 80%. They consider that cardiac percussion 
of the left border should not be discarded as unreliable. 
[Two criticisms of this paper are: first, the patients were 
lean male subjects, and secondly, the majority of these 
had hearts within normal limits of size. It would have 
been more convincing if the authors could have shown 
the value of percussion in cases where the apex beat is not 
palpable.]} S. Oram 


See also Section Pathology, Abstract 1666. 


1736. Modern Phonocardiography 
G. E. Donovan. Lancet [Lancet] 2, 401-404, Sept. 11, 
1948. 10 figs., 8 refs. 
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T. B. Gresons. 


1737. Electrocardiogram in Chronic Cor Pulmonale 

R. ZUCKERMANN, E. CABRERA, B. L. FISHLEDER, and 
D. Sopt-PALLARES. American Heart Journal [Amer, 
Heart J.) 35, 421-437, March, 1948. 12 figs., 10 refs, 


The authors are convinced that the electrocardiogram 
is a real aid in the diagnosis of chronic cor pulmonale 
and that often a diagnosis of this condition can be made 
by the electrocardiogram before it can be arrived at 
by clinical methods. They describe their electrocardio- 
graphic findings in detail and list 10 principal diagnostic 
signs. R. T. Grant 


1738. The Diminished Efficiency and Altered Dynamics of 
Respiration in Experimental Pulmonary Congestion 

H. E. Heyer, J. HOLMAN, and G. T. SHIRES. American 
Heart Journal (Amer. Heart J.) 35, 463-479, March, 1948, 
5 figs., 21 refs. 


Experiments in anaesthetized dogs given large intra- 
venous infusions indicate that as pulmonary congestion 
increases the respiratory mechanism operates with 
progressively decreasing efficiency, a greater amount 
of work being expended for a diminishing amount of 
tidal air per breath; these changes are independent of 
vagal reflexes. R. T. Grant 


1739. Cardiac Output in Congestive Heart Failure. An 
Analysis of the Reasons for Lack of Close Correlation 
Between the Symptoms of Heart Failure and the Resting 
Cardiac 

E. A. Sreap, J. V. WarREN, and E. S. BRANNON. 
American Heart Journal {[Amer. Heart J.] 35, 529-541, 
April, 1948. 1 fig., 14 refs. 


[This description of heart failure with reduced cardiac 
output and heart failure with increased cardiac output 
is a repetition of a part of the work on this subject 
described by McMichael and Sharpey-Schafer in 1944, 
though the priority of the British authors’ work is not 
acknowledged.] - H. E. Holling 


1740. The Behavior of the Venous Pressure during 
Various Stages of Chronic Congestive Heart Failure 
American Heart Journal [Amer. Heart 
J.) 35, 553-566, April, 1948. 8 figs., 38 refs. 


Twenty-three patients were studied in whom a state of 
congestive failure was either induced or improved. 
Significant changes of degree of congestive heart 
failure were encountered 34 times; there were 26 in- 
stances of recovery and 8 of deterioration. The changes 
in body weight were taken as an index of the amount of 
oedema, and serial determinations of venous pressure 
were made by a direct method. For the most part 
changes in body weight and in venous pressure raf 
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parallel, but in a few cases venous pressure altered with- 
out a change in body weight, and vice versa. When a 
patient with ascites was improving the change in body 
weight might precede the fall in venous pressure. In such 
cases the venous pressure in the legs was originally higher 
than that in the arms, but as the ascites disappeared the 
pressures approached each other. The author concludes 
that in “‘ all phases of the syndrome of congestive failure 
changes in the venous pressure and in the degree of con- 
gestion are concordant. Any initial discordance in the 
time relation change in the venous pressure to change in 
weight associated with oedema can be explained by the 
state of those tissues affected by oedema ”’. 

H. E. Holling 


1741. A Hitherto Unrecognized Tendency to the Develop- 
ment of Widespread Pulmonary Vascular Obstruction in 
Patients with Congenital Pulmonary Stenosis (Tetralogy 
of Fallot) 

A. R. Ricu. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.) 82, 389-395, March, 1948. 
2 refs. 


The author records the occurrence of multiple throm- 
boses in the small vessels of the lung in the majority of 
21 consecutive cases of Fallot’s tetralogy. In some cases 
they were present in great numbers. The lesions appear 
to affect veins as well as arteries and are in various 
stages of formation, some being organized and re- 
canalized, and others recent. They do not appear to be 
embolic, and have no association with operative 
procedures. 

Factors which promote these thromboses are poly- 
cythaemia secondary to the anoxaemia and diminished 
rate of blood flow due to the pulmonary stenosis. They 
may play a part in the final deterioration of the patient’s 
condition. D. M. Pryce 


1742. Myocardial Infarction Resulting from Intravenous 
Administration of Hypertonic Solution of Sodium Chloride 
to Patients with Arteriosclerosis Obliterans of the Lower 
Extremities. A Report on Three Cases. [In English] 

J. R. Borst and E. J. W. HOLLEMAN. Acta Medica 
Scandinavica [Acta med. scand.] 130, 26-36, March 10, 
1948. 3 figs., 12 refs. 


_ Factors which produce arteriosclerosis of the legs are 
likely to lead to similar lesions in other parts of the body, 
and in particular in the coronary circulation, cerebral 


arteries, and mesenteric arteries. Therefore, as the 
authors point out, if, in patients with arteriosclerosis of 
the lower limbs, myocardial infarction develops during 


the course of treatment, there is usually no reason to’ 


suppose that the vascular accident is due to the thera- 
peutic measures. One method of treatment of Buerger’s 
disease is to give injections of hypertonic saline intra- 
venously at intervals. The rationale of the treatment has 
never been satisfactorily explained, the current theory 
being that the hypertonic saline increases the blood 
volume and thereby stretches the vascular system. 

_The authors give details of 3 of their cases of Buerger’s 
disease in which it was considered that the injection of 
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hypertonic saline (200 to 250 ml. of 2 to 5% solution) 
resulted in cardiac infarction. In the first case, in a 
male aged 53, infarction occurred a few minutes after the 
infusion had been completed. The electrocardiogram 
was taken during the attack and was characteristic of 
recent infarction of the anterior wall of the left ventricle; 
during the following days the patient’s temperature rose, 
his blood pressure fell, and he developed leucocytosis 
(20,000 per ml.). He died 10 days after the infarction. 
No necropsy was performed. 

The second patient, a male aged 51, 15 minutes after 
receiving saline intravenously developed paroxysms. of 
severe pain in both feet and lower legs; although there 
was no clinical evidence of cardiac infarction at any time, 
the electrocardiogram taken 10 days after this attack 
was characteristic of posterior infarction. His recovery 
was uneventful. It was thought that a vascular reaction 
similar to that which developed in the leg arteries had 
occurred in the coronary arteries. In both cases electro- 
cardiograms were normal before administration of the 
intravenous saline. In the third case in a male patient 
aged 50, an electrocardiogram, taken before treatment 
began, showed flattened T waves in all three standard 
leads. The patient noticed that since the commencement 
of his treatment he was short of breath and had a feeling 
of oppression in the chest. For that reason the treat- 
ment was stopped; a month later, while he was cycling, 
cardiac infarction occurred. The authors conclude that 
the intravenous administration of hypertonic saline is 
contraindicated in patients with arteriosclerosis of the 
lower extremities, and state that intravenous infusion of 
isotonic saline may also be dangerous to these patients. 

S. Oram 


1743. Effect of Intravenous Cytochrome C on Capacity 
for Effort Without Pain in Angina of Effort 

H. Baxst and S. H. Ruinzier. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.¥.] 67, 531-533, April, 1948. 6 refs. 


Cytochrome C enhances the uptake of oxygen by the 
tissues. When injected intravenously it is capable of 
restoring to normal an electrocardiogram in which 
changes have been produced by inhalation of a 10% 
oxygen mixture. The authors have shown that cyto- 
chrome C in 50-mg. doses given intravenously to patients 
suffering from angina of effort is unable to increase their 
capacity for effort without pain. A. I. Suchett-Kaye 
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1744. Physical State of Lipids and Foreign Substances 
Producing Atherosclerosis 

J.R. Moreton. Science [Science] 107, 371-373, April 9, 
1948. 6 refs. 


The author compares the physical state of lipids 
found in the blood normally and in hyperlipaemia with 
that of some inert chemical substances which, when . 
injected into the blood stream, produce lesions indistin- 
guishable from atheroma. He divides these substances 
into two groups—“ large colloids ”’ and “* small colloids ”’ 
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—according to whether or not the particles are visible 
by the dark-ground microscope and can be easily separ- 
ated by centrifugation. Among the small colloids he 
includes the lipids of normal blood (fasting or after a 
non-fatty meal) and certain drugs. The large colloids 
include those lipids which produce: (a) experimental 
hyperlipaemia—for example, cholesterol; (5) alimentary 
hyperlipaemia; and (c) chemically inert substances like 
polyvinyl alcohol, methyl cellulose, pure citrus pectin, 
and gum acacia. The latter substances when introduced 
into the ‘blood stream produce changes identical with 
atheroma; sustained hyperlipaemia from any cause has a 
similar action. The probable mechanism is that these 
large colloids are deposited on and enter the intima of the 
blood vessels, act as foreign bodies, and are phagocytosed 
by reticulo-endothelial cells and result in the formation 
of atheromatous. nodules. .This process is assisted by 
hypertension and conditions which increase intimal 
permeability. It is suggested that natural atheroma is 
produced similarly, probably as the result of intermittent 
post-prandial hyperlipaemia continuing over a number of 
years. R. B. T. Baldwin 


1745. Response of Persons with and without Intravascular 
Thrombosis to a Heparin Tolerance Test 

A. B. HAGEDORN and N. W. BARKER. American Heart 
Journal (Amer. Heart J.] 35, 603-610, April, 1948. 3 figs., 
10 refs. 


The coagulation time of 50 control subjects and 70 
patients with intravascular thrombosis has been deter- 
mined before and after the intravenous injection of 
25 mg. of heparin in 2-5 ml. of fluid. The coagulation 
time was determined by taking 1 ml. of blood under test 
into a glass tube 10 by 75 mm. and determining the time 
taken for it to clot at room temperature, when the tube 
was inverted every 30 seconds. The maximum response 
to the injection of heparin occurred 10 minutes after the 
injection. The results according to coagulation time 
were as follows: 


40 to 90 
minutes 


88% | 


10 to 40 
minutes 


30%, 


More than 
90 minutes 


Less than 
10 minutes 


Controls .. — 
Patients .. 31% 39% 


H. E. Holling 


1746. Effect of Potassium on the Ventricular Deflections 
of the Electrocardiogram in Hypertensive Cardiovascular 
Disease 


J. M. BRYANT. Proceedings of the Society for Experi- 
mental Biology and Medicine (Proc. Soc. exp. Biol., N-Y.] 


67, 557-558, April, 1948. 18 refs. 


The author investigated the effect of potassium on 
the electrocardiograph tracings in patients with hyper- 
tensive cardiac disease and in normal subjects. The salts 
used were chloride of potassium, dibasic phosphate, 
or citrate, in doses varying between 10 and 24 g. daily. 
In the hypertensive group there was a reduction in 
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voltage of the QRS deflections, frequently reduction ip 
length, and shift to the right of the mean axis. Ap 
originally inverted T wave became less inverted of 
upright; it became taller when it was originally upright, 
In a few instances the T wave became more d 
inverted, though the voltage of the QRS deflection was 
reduced. All these changes persisted several hours after 
the administration of the potassium salts. (2) Normal 
subjects. The changes seen were the same as those in 
the hypertensive group, but much less pronounced. [t 
is interesting te note that the same type of changes in 
hypertensive patients can be brought about by a diet 
with sodium restriction or by sympathectomy. 
A. I. Suchett-Kaye 


1747. Effect of Pneumonectomy and of Lung Extract on 
Experimental Renal Hypertension 

B. Z. KLatcH.and G. E. WAKERLIN. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 67, 494-497, April, 1948. 2 figs., 
8 refs. 


It has been demonstrated experimentally in dogs pre- 
pared by the Goldblatt technique that pulmonary arterial 
pressure is not altered in renal hypertension (Katz 
and Steinitz, Amer. J. Physiol., 1940, 128, 433). The’ 
questions to which the authors have tried to find an 
answer are: Do the lungs elaborate an antihypertensive 
substance, or do they inactivate the pressor agent of 
experimental renal hypertension? It is suggested that 
the answer to both questions is in the negative, as shown 
on hypertensive dogs by studying the effect of pneumon- 
ectomy and injections of lung extract. Further experi- 
mental work on the subject is necessary. 

A. I. Suchett-Kaye 


1748. The Effects of Adrenalin in Normal and Hyper- 
tensive Patients in Relation to the Mechanism of Sustained 
Pressure Elevations 

D. M. Green, A. D. JoHNSON, A. Loss, and G. Cusick. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.]| 33, 332-346, March, 1948. 8 figs., 30 refs. 


The object of this study was to determine whether 
hypertensive patients differ from normal subjects in 
their response to adrenaline. The drug was given by 
continuous intravenous infusion; in early studies the 
initial rate was 0-31 to 0-5 ug. per kg. per minute, but 
later, because of unpleasant secondary effects, the 
initial rate was 0-11 to 0-3 yg. per kg. per minute. 
When the maximum effect on blood pressure was attained 
the rate was increased by amounts of 0-2 yg. per kg. 
per minute until the limit of tolerance was reached. 

Systolic and diastolic blood pressures first fell because 
of the dilution of adrenaline in the tubes, but soon rose 
sharply when the undiluted solution reached the circula- 
tion. Increases in the rate of administration led to 4 
progressive rise in blood pressure until a maximum was 
reached. After cessation of the infusion diastolic and 
systolic pressures fell within 10 to 15 minutes to a level 
below the initial values, and the heart beat accelerated. 
This fall was the more marked the higher the initial pres- 
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sure, and was associated with subjective and objective 
manifestations of vasodilatation, presumably due to 
temporary persistence of compensatory vasodepressor 
activity. This [in conjunction with additional data for 
which the paper should be consulted] is taken to indicate 
that the vasodilator capacity of the hypertensive subject 
is enhanced rather than diminished, a finding in agree- 
ment with the results of carotid sinus stimulation. Thus, 
against the concept of “fixed hypertension ” is the 
existence of effective compensatory mechanisms which, 
however, appear to be operating from an elevated base 
line. H. Pollak 


1749. Histological Lesions of the Adrenal Glands in 
32 Cases of Hypertension Treated by Adrenalectomy. 
(Les lésions histologiques des capsules surrénales dans 
32 cas d’hypertension artérielle permanente traitée par 
surrénalectomie) 

A. GUICHARD and A. BoOULLIAT. Journal de Médecine de 
Lyon [J. Méd. Lyon] 29, 203-212, March 20, 1948. 


The authors have studied the adrenal glands from 
32 cases of essential hypertension treated by adrenal- 
ectomy. These glands showed lymphocytic infiltrations, 
general or adenomatous hyperplasia of the ** spongiosa ”’, 
disappearance of the glomerular zone and of the zone of 
“the arcs ’’, and sclerosis of the capsule with endarteritis 
and hyalinization of its arterioles. Comparable study 
was made of adrenal glands removed from cases of 
arterial disease in the leg, thrombo-angiitis obliterans, 
and Raynaud’s disease, and of necropsy material from 
a large series of cases of hypertension of various aetiology 
and of other diseases. The changes they describe in the 
cases of essential hypertension were found less con- 
sistently in the adrenal glands from the patients with 
other vascular diseases and only rarely in a control 
group. A. C. Lendrum 


1750. Studies on the Circulation with the Aid of Tagged 
Erythrocytes in a Case of Orthostatic Hypotension 
(Asympathicotonic Hypotension) 

G. Nytin and M. LevaANpER. Annals of Internal 
Medicine [Ann. intern. Med.| 28, 723-746, April, 1948. 
6 figs., bibliography. 


When a person changes to the upright position after 
lying down the volume of blood in the lower limbs in- 
creases, but not to anything like the extent which it 
would if the blood vessels were merely a series of in- 


dependent elastic tubes. The maintenance of an even 
and stable amount of blood in a limb during and after 
changes of posture is brought about by the pumping 
action of the muscles, acceleration of the pulse, vaso- 
constriction, pressure of the tissues, transfer of blood to 
visceral arterial pools, and more efficient usage of blood 
at the periphery. All this complicated arrangement is 
believed to depend on one delicate centrally placed con- 
trolling mechanism. 

The present paper is a study of the circulation by means 
of a watch upon labelled erythrocytes in a man of 60 
suffering from Parkinsonism and postural hypotension. 
In the recumbent position his systolic blood pressure was 
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90 mm. of mercury; when he was sitting it was 64 mm., 
and when he was standing it was 30. mm. Standing led 
to syncope at once. Also, when he was erect his circula- 
tion was found to be very slow. Fundamentally the 
malady was shown to be due to an absence of the reflex 
regulation of blood pressure and pulse rate and the 
lesion was probably in the hypothalamus. The authors 
called the condition “* asympathicotonic hypotension ”’. 
G. F. Walker 


1751. The Problem of Malignant Hypertension and its - 
Treatment by Splanchnic Resection 

M. M. Peer and E. M. IsperG. Annals of Internal 
Medicine [Ann. intern. Med.| 28, 755-767, April, 1948. 
10 refs. 


Malignant hypertension is marked by high diastolic 
pressure, impaired renal function, cardiac enlargement, 
retinal deterioration, headache, and dyspnoea. Once 
established, the disease is rapidly progressive and fatal 
within a few months under expectant treatment. 
Splanchnic resection offers some hope in this disease. 
There is some indication for this drastic procedure 
except in patients already afflicted with azotaemia. 
Roughly, the operative risk is 1 in 10; but 1 out of every 
5 patients will survive 5 years or more, whereas no 5-year 
survivals can be expected with purely expectant treatment. 

G. F. Walker 


1752. Hypertension—Aetiology and Surgical Treatment 
G. Bourne. British Medical Journal [Brit. med. J.] 1, 
435-440, March 6, 1948. 13 figs., 9 refs. 


In reviewing a small series of cases of hypertension 
subjected sympathectomy at St. Bartholomew’s 
Hospital an attempt has been made to apply the recent 
findings of Trueta and his fellow workers. By experi- 
mental work on animals it has been proved that extreme 
cortical renal ischaemia can be produced by vascular 
spasm; in addition a shunt mechanism is called into 
action whereby the blood is returned to the renal vein 
before reaching the cortex. This spasm can be called 
into action by nervous stimuli and humoral causes such 
as administration of posterior pituitary extract. The 
renal ischaemia gives rise to the secretion of renin which 
by its action on the plain muscle of the middle coat of the 
arteries produces general vasoconstriction and increase in 
the blood pressure. The success of sympathectomy for 
hypertension will depend on the stage of the disease and 
the underlying pathological state. At first the rise in 
blood pressure may well be caused solely by spasm of the 
vessels of the renal cortex, but later permanent organic 
renal disease will result from arterial degeneration and 
constitute a permanent source of renal cortical anoxaemia. 

If sympathectomy were carried out too soon regenera- 
tion might occur, and a second operation would be well 
nigh impossible when the progress of the disease really 
called for the relief afforded by sympathetic section. 
On the other hand, if operation were delayed too long 
permanent arterial damage in the kidney would lead to 
persistent secretion of renin, and the opportunity of 
affecting the course of the disease would have been 
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missed. It would seem that périodic and careful investi- 
gation of the retinal arteries is likely to prove the best 
guide to the onset of arterial degeneration and the opti- 
mum time for operation. In addition, periodic and care- 
ful investigation of the renal function is advocated, and 
the general medical history of the patient should be 
assessed. Some of the cases of sympathectomy are 
reviewed to establish points in the argument. 
H. T. Simmons 


1753. Limitations of the Renin—Hypertensin Hypothesis 
E. Myton, M. Lunp, and J. H. HELLER. American 
Journal of Physiology [Amer. J. Physiol.| 152, 397-406, 
Feb., 1948. 6 figs., 18 refs. 


The humoral factors responsible for hypertension are 
not as yet completely known. The renin—hypertensin 
hypothesis is not without its limitations. This com- 
munication deals with data obtained in vitro and in 
laboratory animals from experiments performed with 
renin, hypertensinogen, and hypertensin. These workers 
found that in vitro renin is capable of transforming rapidly 
and completely large quantities of hypertensinogen 
and that the amount of hypertensin formed depends solely 
on the available amounts of hypertensinogen. Animals 
injected with increasing amounts of renin do not yield 
any larger quantities of hypertensin. Hence the increase 
in the blood pressure after an intravenous injection of 
renin cannot be explained on the basis of a greater 
formation of hypertensin. There are also differences 
in the hypertension caused by renin and by hypertensin. 
With the former there is.a sustained elevation of the 
blood pressure which lasts sometimes for over 30 minutes 
and this is not accompanied by slow and continuous 
formation of hypertensin. When comparable amounts 
of hypertensin were injected, the blood pressure rose to 
a lesser level and the rise lasted only for a few minutes. 
The authors conclude their communication with the 
suggestion that an unknown factor contained in renin 
may act independently or prolong and intensify the 
action of hypertensin. On the other hand, some pressor 
substance distinct from renin and originating in the kidney 
may play a part. A. I. Suchett-Kaye 


1754. The Relation Between Arterial Pressure and Blood 
Flow in the Foot 


P. SCHEINBERG, E. W. Dennis, R. L. ROBERTSON, and 


E. A. STEAD. American Heart Journal [Amer. Heart J.) 
35, 409-420, March, 1948. 4 figs., 10 refs. 


To elucidate further the relation between blood flow 
and arterial pressure in man, the blood flow to the foot 
with the subject in the supine and erect positions was 
measured by the plethysmograph. Venous congestion 
was avoided by applying temporarily to the foot a pres- 
sure exceeding the hydrostatic pressure but well below 
arterial diastolic pressure. On release of this pressure 
blood flows into the foot unopposed on the venous side 
until the veins ar@filled. Mean arterial pressure in the 
foot is approximately doubled when the subject stands. 
This increase in blood pressure when the subject is erect 
causes the blood flow into the emptied foot to be approxi- 
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mately twice the blood flow when the patient is supine, 
whether the vessels are partly constricted by cold or 
freely dilated by heat. R. T. Grant 
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1755. Treatment of Thromboangiitis Obliterans and 
Thrombophlebitis with Tetraethylammonium Chloride 

R. BuxTon and E. C. Eickuorr. Southern Medicine and 
Surgery [Sth. Med. Surg.) 110, 69-71, March, 1948, 
7 refs. 


The action of tetraethylammonium chloride in estab- 
lishing a temporary sympathetic block was used in the 
treatment of 6 cases of thrombo-angiitis obliterans and 
of 5 cases of thrombophlebitis, 2 to 3 ml. being injected 
up to 3 times daily for varying periods of time [the actual 
dosage is not given]. Among the cases of Buerger’s 
disease, 1 is included in which the condition followed a 
fracture of the first lumbar vertebra. This patient and 
2 others of this series were markedly improved by the 
treatment, although a lumbar sympathectomy preceded 
improvement in 1 of them. In 3 other cases treatment 
failed. In the 5 cases of thrombophlebitis pain ceased 
within 2 days of starting treatment, and the average time 
taken to effect a cure was 7 days. G. Schoenewald 


1756. The Effect of Occlusive Arterial Diseases of the 
Extremities on the Blood Supply of Nerves. Experimental 
and Clinical Studies on the Role of the Vasa Nervorum 
J. T. Roperts. American Heart Journal [Amer. Heart 
J.] 35, 369-392, March, 1948. 8 figs., 28 refs. 


In a series of dogs the blood supply to nerves was 
interfered with in various ways—by ligation of the 
nutrient arteries, by stripping off the perineurium, by 
compressing and stretching the nerve, and by injecting 
air or particulate matter into the arteries. The degree of 
ischaemia was assessed by the results of inter-arterial 
injections of dye. The interference with blood supply 
was found to alter the function and structure of the nerves. 
Clinical studies in man showed that the blood supply to 
peripheral nerves may be reduced by similar processes 
in a number of conditions. Sensory and motor changes 
are closely related with the ischaemia of the nerves. A 
reflex arc for explaining referred pain on the basis of 
neural ischaemia is proposed. R. T. Grant 


1757. Hereditary Disturbance of Cholesterol Metabolism: 

A Factor in the Genesis of Atherosclerosis 

E. P. Boas, A. D. Parets, and D. ADLERSBERG. 

American Heart Journal [Amer. Heart J.] 35, 611-622, ° 
April, 1948. 1 fig., 28 refs. 


Hypercholesterolaemia (serum cholesterol of 300 mg. 
per 100 ml. or more) was found in all or most of the 
siblings of one-third of 50 families of patients with 
coronary atherosclerosis. In 9 more families one-half 
of the siblings showed hypercholesterolaemia. One of 
the hereditary factors responsible for arteriosclerotic 
heart disease may reside in abnormal cholesterol 
metabolism. H. E. Holling 


1758. Dissecting Aneurysms. A Presentation of Ten 
Case Reports and a Correlation of Clinical and Pathological 


A. S. WARREN and A. L. McQuown. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 215, 209-219, 
Feb., 1948. 2 figs., 24 refs. 


The authors describe briefly the pathology of dissecting 
aneurysm, and discuss the relative importance of athero- 
sclerosis, syphilis, and idiopathic cystic medial necrosis 
as aetiological factors. They stress the extremely varied 
symptomatology, and suggest that the clinical mani- 
festations may conveniently be divided into 8 groups, 
according to whether the symptoms and signs are pro- 
duced by disturbance of the circulation to the heart, 
lungs, brain, arm, spinal cord, gastro-intestinal tract, 
genito-urinary tract, or leg respectively. Histories and 
necropsy findings in 10 cases are given. Of these 10 
cases, 5 were studied personally at necropsy; in 5 the 
hospital records were studied. The correct diagnosis 
was made during life in 3 cases, 1 of them at laparotomy. 
The incidence of dissecting aneurysm during the past 10 
years at the authors’ hospital (The Charity Hospital of 
Louisiana) was 1 in 454 necropsies. All the cases 
recorded in this paper were in males, 7 being white and 
3 coloured. 

[The greater part of this paper consists of case records, 
and is therefore unsuitable for detailed abstracting; it 
should be consulted in the original by those interested.] 

A. R. Kelsall _ 


1759. Arteriography. (Sur quelques aspects techniques 
de l’artériographie) 

L. Bazy, J. HuGuuer, H. Resour, P. Lausry, and J. 
AuBERT. Archives des Maladies du Coeur et des Vais- 
seaux [Arch. Mal. Coeur] 41, 164-167, March-April, 
1948. 


The authors discuss the reasons for their choice of an 


iodized oil (*‘ tenebryl ’’ oil) as the medium for arterio- - 


graphy. They mention, but do not describe in detail, 
their apparatus, which includes a motor-driven syringe 
to inject the opaque substance at a steady rate and at a 
known pressure, a table on which the patient can be 
rotated into any desired position, and an apparatus which 
allows the taking of six x-ray exposures of the whole of a 
leg in series. H. E. Holling 


1760. Intravenous Ether (Diethyloxide). Use in the 
Treatment of Cases of Impending Gangrene and Impaired 
Circulation 
O. C. Wittiams. New Orleans Medical and Surgical 
Journal [N. Orleans med. surg. J.| 100, 470-474, April, 
1948. 1 ref. 


The author reports the results of treatment in 22 cases 
of impaired circulation and impending gangrene. The 
conditions included thrombo-angiitis obliterans (9), 
diabetic ischaemic limb (1), arteriosclerosis (5), hypo- 
Static ulcer (5), neurodermatitis (1), and neuritis (1). 
All the patients were males. The treatment consisted of 
intravenous administration by the drip method of a 
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2-5% solution of ether either in normal saline or in 5% 
glucose in distilled water: 1,025 ml. of the solution was 
given daily, the flow being started at 40 drops per minute 
and being increased, if no reaction occurred, to 50 but 
not more than 60 per minute. A course consisted of 
12 infusions. Records of each of the 22 cases are briefly 
presented, and the author concludes that although the 
series is small the results have been encouraging. Apart 
from vomiting, which occurred in 2 cases, there were no 
unpleasant reactions. Unfortunately a skin thermo- 
meter was not available, so progress was judged on 
clinical grounds alone, but even so, in several cases it was 
apparently beyond all doubt. S. Oram 


1761. Intra-arterial Blood Pressure in Patients with 
Coarctation of the Aorta 

G. E. Brown, A. A. PoLtack, O. T. CLAGETT, and 
E. H. Woop. Proceedings of the Staff Meetings of the 
Mayo Clinic [Proc. Mayo Clin.] 23, 129-134, March 17, 
1948. 3 figs., 8 refs. 


Pulse waves have been recorded and from them the 
blood pressure has been measured in the radial and 
femoral arteries of 21 patients in whom coarctation of 
the aorta had been diagnosed. For comparison similar 
records were made in 4 normal male subjects, and in a 
further 9 subjects records of radial artery pressure were 
obtained. The authors used a resistance wire strain 


_ gauge manometer of the type described by Lambert 


and Wood, 1947 (Proc. Soc. exp. Biol., N.Y., 1947, 64, 
186). The results are shown in the following table: 


Average* Intra-arterial Pressures and Arterial Pulse Propagation 
Times in Normal Subjects and Patients with Coarctation of the 


Aorta 
Pressure, mm. of Time in 
Mercury Ratio of Seconds 
Femoral to. 
Radial 
Intra- Intra- | Pressuret 
radial femoral g 
| 
og 
2 | 2 | | 
Normal Sub- | 127 | 65 | 126 | 66 96 | 0 0- 0 
jects. (109— (54— (120-| (60- 94— | (0-91= | (—0-01-| (0-14— 
144) | 85) | 134) | 69) 0-99) | 1-06) | - 0-01) | 0-18) 


0 

0 
Patients with | 196 | 113 | 81 0-58 0-85 0-03 
Coarctation | (169-|(76-, (87~ | (63—| (0-43 

of Aorta. 230) | 126) > 69) | 0 


* Figures in parentheses are extreme values. 

+ (Femoral arterial pressure in mm. of mercury) divided by (radial 
arterial pressure in mm. of mercury). 

+ (Onset of R wave of electrocardiogram to onset of femoral pulse) 
minus (onset of R wave of electrocardiogram to onset of radial pulse). 


The method is presented as a possible means of judging 
the effectiveness of operative treatment. 
H. E. Holling 


See also Section Pathology, Abstract 1665. 


| 
or 
t Findings 
and 
and 
48. 
ab- 
the 
and 
ted 
tual 
er’s 
da 
and 
the i 
ded 
ent 
sed 
ime 
d 
me | 
ntal 
was 
the 
by 
‘ing 
ply 
ves. 
to 
ges 
A > 
of 
it 
sm: 
| 0-30) 
the 
vith 
half 
atic 
rol 


Disorders of the Blood 


1762. Influence of Increased Atmospheric Pressure on 
Haematopoiesis. atmocdepHoro 
Ha remaTonos2) 

V. B. FARBER. Meguunua [Klin. Med., 
Mosk.)} 26, No. 1, 46-51, 1948. 17 refs. 


The effect of increased atmospheric pressure on 
haematopoiesis was investigated in 5 healthy men, aged 
19 to 32 years. There was a control period of 26 days 
before the experiments during which blood counts and 


sternal-marrow smears were studied. Subjects were | 


exposed to an oxygen pressure of 1 atmosphere at 
intervals of 4 to 7 days, and later to an oxygen pressure of 
2 to 2-3 atmospheres. Subjects at rest in a pressure 
chamber breathed oxygen from a Douglas bag. After 
5 hours’ exposure to an oxygen pressure of 1 atmo- 
sphere, there was no change in erythropoiesis. There 
was a myelocytic reaction in the bone marrow and a 
_ slight increase in neutrophil cells in the peripheral blood 
for about 8 hours after the experiment. Thrombocytes 
were not affected. After similar exposure to 2:3 atmo- 
spheres oxygen pressure, there was an _ insignificant 
depression of erythropoiesis and of pro-erythroblasts in 
the marrow for 24 hours. The number of neutrophils 
in the peripheral blood and of neutrophil myelocytes and 
meta-myelocytes in the marrow increased for about 10 


hours. After daily exposure to 1 atmosphere oxygen 
pressure for 22 days followed by 2:3 atmospheres for 12 
days there was a significant fall in erythrocytes with 


hypochromia and reticulocytosis. Erythroblasts and 
proerythroblasts became less common in the marrow. 
There was a tendency to leucopenia, lymphocytosis, and 
thrombocytopenia. Myeloid tissue in the bone marrow 
was depressed and a plasmocytic reaction appeared. 
Two days after the end of the experiment, the blood 
picture returned to normal. In these experiments leuco- 
cytes responded to change in atmospheric pressure 
before erythrocytes. S. S. B. Gilder 


1763. Chemotherapy in Human Lymphomas, Leukemias, 
and Allied Disorders of the Hemopoietic System 

C. L. Spurr, T. R. Smitu, and L. O. JAcosson. Radi- 
ology [Radiology] 50, 387-394, March, 1948. 17 refs. 


After a brief summary of the chemical substances 
which have been used to control various types of 
leukaemia, the authors describe their experiments with 
nitrogen mustard compounds. Two materials of this 
group have been tried, tris-(8-chloroethyl)amine hydro- 
chloride and methyl bis-(8-chloroethyl)amine hydro- 
chloride. The latter was administered intravenously on 
4 consecutive days in doses of 0-1 mg. per kilo body 
weight. The effect, which manifests itself over about 
3 weeks, is a destruction of the bone marrow accompanied 
by lymphopenia and thrombocytopenia in the peripheral 
blood. Regeneration begins about 8 weeks after the 


drug is withdrawn, but the marrow activity is not wholly 
regained for many weeks. The doses administered and 
the subsequent periods of remission in various leukaemic 
states are set out in tabular form. Hodgkin’s disease 
appears to respond best, while myeloid leukaemia is the 
most resistant. No alleviation of the condition was 
obtained in reticulum-celled sarcoma, acute leukaemia, 
multiple myeloma, or sympathicoblastoma. Results 
with polycythaemia rubra were no more favourable 
than with deep x-ray therapy. H. Payling Wright 


1764. The Blood Picture in Hypoproteinaemia and its 
Relation to Amino-acids. (La crasi sanguigna negli stati 
ipoprotidinemici e i suoi rapporti con gli amino-acidi) 
L. Sati. Clinica Pediatrica [Clin. pediat., Bologna] 30, 
101-107, Feb., 1948. 8 refs. 


The author has previously discussed the hypothesis 
that symptoms commonly found in chronic nutritional 
disorders are due to protein deficiency. These mani- 
festations include diminished growth, muscular weakness, 
asthenia, hypothermia, hypochromic anaemia, poor 
reaction to infection, and hypoproteinaemia with inver- 
sion of the albumin-globulin ratio. The anaemia is 
due to lack of amino-acids, tryptophan and _ histidine 
particularly. The author treated 10 cases of chronic 
nutritional disorder with enzymatic hydrolysate of casein, 
given either by rectum or intravenously. The total 
dosage varied from 750 ml. to 2,250 ml. The only 
patient who did not benefit had coeliac disease. The 
general condition of the remainder improved, as did the 
blood picture. The marrow also showed an increase in 
mature forms, and a more normal ratio between white 
and red cells. The blood protein level was raised but the 
albumin-globulin ratio was hardly affected, the rise in 
level preceding the improvement in the blood picture by 
10 days at least. [There were no controls in this series.] 

J. G. Jamieson 


1765. Experimental Observations on Chronic Agranulo- 
cytosis 

G. Hicktt. Quarterly Journal of Medicine (Quart. J. 
Med.) 17, 165-174, April, 1948. 2 figs., 8 refs. 


A man of 70 in apparently good health was observed 
for 3 years; during this period repeated blood counts 
rarely showed more than 1% of neutrophils, and the 
sternal marrow revealed marked myeloid hypoplasia, 
other elements being normal. His liability to infection 
did not appear greater than normal. The few superficial 
staphylococcal and haemolytic streptococcal infections 
which he developed healed readily, producing no change 
in the white-cell pattern. Figures given show that he 
had more than the normal power of antibody production 
to staphylococci and streptococci. The patient’s blood 
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lacked, however, the normal bactericidal power against 
staphylococci in vitro, and his serum, though showing an 
almost normal opsonic index, completely destroyed the 
bactericidal power of normal neutrophil cells. The 
nature of this effect was not fully elucidated. 

Henry Cohen 


1766. The Schénlein—Henoch Syndrome (Anaphylactoid 
Purpura) 

D. GAIRDNER. Quarterly Journal of Medicine (Quart. 
J. Med.) 17, 95-122, April, 1948. 9 figs., bibliography. 


Twelve patients, of whom 10 were children between 
the ages of 4 and 15 years and 2 were adults of 40 and 
48 years, form the material on which this study of the 
natural history, pathology, pathogenesis, and aetiology 
of the Schénlein—Henoch syndrome is based: 10 were 
males. Three sites—skin, gut, and joints—are most 
commonly affected and may give the initial symptoms. 
The skin lesion is diagnostic. At first symmetrical 
wheals occur on the external surfaces of the limbs, lower 
back, and buttocks which in a few hours change to pink 
maculo-papules, less raised and darker in colour; next 
day they are dusky red due to haemorrhage and do not 
fade on pressure; still later the red colour becomes more 
purple before fading to brown and disappearing in about 
a fortnight. Stroking, pinching, or pricking the un- 
affected skin, after a delay of 12 to 24 hours, produces a 
similar exanthem. The histology of this rash is an acute 
aseptic inflammatory reaction around the vessels of the 
corium, often with a tissue eosinophilia, a picture not seen 
in other purpuras but found in erythema annulare. 
Gastro-intestinal symptoms were found in 11 patients 
and often mimicked those seen in abdominal emergencies. 
At operation oedema and haemorrhage, sometimes of 
the whole gut but commonly limited to the terminal 
ileum, were found. Necrosis with peritonitis occasionally 
proved fatal. Joint symptoms differed from the arthritis 
of rheumatic fever in showing less tenderness and 
swelling, only a low-grade fever, and no relief from 
salicylates. In the blood picture there was no charac- 
teristic change, and generally capillary resistance was 
normal. In 11 patients there was associated nephritis, 
which, apart from the greater frequency of macroscopic 
haematuria, did not differ from the normal forms and 
course of Bright’s disease; in 1 case in which the 
pathology of the renal lesion was studied the change was 
that of Type I nephritis of Ellis, with intertubular foci of 
haemorrhages and cells analogous to the skin lesions. 

Three patients gave a family history of rheumatic 
fever; 5 gave a history of an infection within 1 month 
of the onset of the syndrome. During its course 6 
patients had a respiratory tract infection; in 4 of these 
there was evidence of haemolytic streptococcal infection. 
This was followed by an exacerbation of one or more 
symptoms within | to 7 days; a fifth patient had an 
attack of rheumatic fever 18 days later. By contrast, an 
afebrile coryza and a pneumonia were not followed by a 
relapse. The majority of the patients carried haemolytic 
Streptococci in their throats. Neither a personal nor 
family history of allergy was commonly found. Purpura 
fulminans and post-scarlatinal gangrene are regarded as 


possible variants of the Schénlein—Henoch syndrome. 
No treatment had a specific beneficial effect on the 
syndrome. In infancy the syndrome appears during 
recovery from an upper respiratory tract infection, and 
the rash is more florid and affects face and ears as well 
as extensor surfaces of the limbs. 

The author attributes all the symptoms to a common 
pathological lesion, an acute aseptic inflammatory 
vascular reaction proceeding in severe cases to a necro- 
tizing arteriolitis, which with eosinophilia suggests an 
anaphylactic reaction in which the antigen may be either 
bacterial or non-bacterial in origin. He assembles 
evidence that suggests that the Schénlein—Henoch syn- 
drome shares this pathogenesis with acute nephritis, 
rheumatic fever, and polyarteritis nodosa, and that the 
common antigen is derived from the haemolytic strepto- 
coccus. Henry Cohen 


1767. Chronic Myelogenous Leukemia. A Study of 
129 Cases in which Treatment was with Radioactive 
Phosphorus 

J. H. LAwrence, R. L. Dosson, B. V. A. Low-BEer, and 
B. R. Brown. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 136, 672-677, March 6, 1948. 
8 figs., 16 refs. 


A review is given of 129 cases of chronic myeloid 
leukaemia treated between 1936 and 1947; 21 patients 
are still alive. P**, obtained at first from the cyclotron 
and more recently from the atomic pile, has been used as 
isotonic sodium monohydrogen phosphate, or, during 
the past year, as carrier-free P**, the solution being 
brought to isotonicity by sodium chloride and standard- 
ized against a uranium f-ray source in terms of micro- 
curie radium equivalents. One microcurie of P** per g. 
of tissue is calculated to give 40 r of radiation in a 24-hour 
period, the tissues in which the P®? is most concentrated 
being the infiltrated bone marrow and soft tissues such 
as lymph nodes, liver, and spleen. Formulae for oral 
and intravenous dosage are given, and these, with counts 
of megakaryocytes, platelets, normal white blood cells 
and red blood cells, and the degree of clinical improve- 
ment, were the guides to dosage. Extreme variation in 
the response to radiation necessitates individual treatment 
of cases: The average dose has been 1 to 2 millicuries 
per week over a period of from 4 to 8 weeks; as a general 
rule weekly visits are satisfactory and the intervals are 
prolonged as the disease comes under control. The 
sternal marrow is studied before treatment, after the 
conclusion of the first course, and as indicated thereafter. 
The aim of treatment is to produce clinical and haemato- 
logical improvement without damage to the normal cells. 
Attempts are no longer made to bring white cell counts 
and differential counts to normal, since recurrence is 
not prevented, and more cases are found with phases of 
bone marrow depression and decreased production of 
normal cells. Prophylactic dosage has not appeared to 
be effective. 

In these cases, the disease was probably at a more 
advanced stage than usual; about half the patients had 
received x-ray irradiation before treatment with P* 
was started. Of the others one-tenth received x-ray 
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treatment because they did not respond well to phos- 
phorus or needed local therapy. In 2 cases there was a 
family history of blood dyscrasia and in 5 cases one of 
tuberculosis. 

Life was not significantly lengthened by the treatment, 
and at least one-third of the patients died in a terminal 
acute leukaemic stage. Depression of rapid growth of 
the young abnormal cells by irradiation is necessarily 
accompanied by depression of normal cell production. 
If irradiation is to be beneficial there must be a consider- 
able margin of sensitivity of leukaemic cells over normal 
cells, and this is not often so—indeed, in animals no 
margin is demonstrable. 
counts may thus be due either to the disease or to irradia- 
tion; a depression in the red cell, white cell, or platelet 
count may be due to treatment even if the marrow 
is hyperplastic. Accordingly, patients with less than 
2,500,000 red cells per c.mm. are treated with extremely 
small doses of P**, if any, x-ray irradiation of the spleen 
being preferred. The average duration of life is longer 
than in previously reported series, but there is no evident 
relation between dosage and longevity in the 17 patients 
alive 4 or more years after onset, or in the 2 alive 9 or 
more years after onset. The tendency is now to com- 
bine local irradiation of the spleen with intravenous 
injection of small doses of P®*. Unusually favourable 
responses are due to the resistance of the patient to the 
disease; although radioactive phosphorus has been given 
to these patients intermittently for from 5 to 10 years, 
no other neoplasms have™been found. Definite advan- 
tages of P®? seem to be the ease with which it produces 
generalized irradiation and the absence of irradiation 
sickness. A possible advantage is the prolongation of 
comfortable life. Other radioactive colloids (manganese 
colloids are mentioned) may also be available, but the 
final conclusion is that methods other than irradiation 
will be needed for the ultimate control of this baffling 
disease. W. A. Bourne 


1768. Manifold Manifestations of Reticuloendothelial 
Disease. Report of a Case of Hodgkin’s Disease (Lympho- 
granulomatosis), Acute Hemolytic Anemia and Giant 
Follicular Lymphadenopathy 

C. G. Tepescut and T. J. CARNICELLI. 


Archives of 
Pathology (Arch. Path.] 45, 171-178, Feb., 1948. 4 figs., 
7 refs. 


In 1935 a patient, aged 34, had a localized mass on the 
right side of the neck which histologically showed the 
typical features of Hodgkin’s disease. There were no 
blood changes and he was treated by x-ray therapy of the 
neck. In 1940 the patient developed a typical haemo- 


lytic anaemia which was treated by blood transfusion and © 


splenectomy. There was extreme congestion of the 
splenic pulp with thrombosis of the veins and capillaries 
and multiple infarcts, hyperplasia of reticulum cells and 
erythrophagocytosis, ectopic myeloid metaplasia and 
occasionally fibrotic nodules; hyalinosis of the lymph 
follicles was conspicuous. In 1942 a lymph node 
gradually enlarged on the left side of the patient’s neck. 
This was excised and microscopically showed the 
features of both Hodgkin’s disease and giant follicular 


A fall in platelet and red cell. 


lymphadenopathy. Since the x-ray therapy the patient 
has felt well and carried on a normal life. Discussion 
centres round the occasional association of haemolytic 
anaemia and Hodgkin’s disease and the very rare associa- 
tion of giant follicular lymphadenopathy with Hodgkin's 
disease. F. A. Langley 


See also Section Neurology, Abstract 1862. 


1769. The Kveim Test in Sarcoidosis. The Theory, 
Meaning and Practical Value of Skin Tests and Reactions 
in Sarcoidosis 

M. Letwer. Journal of Investigative Dermatology {J. 
invest. Derm.] 10, 377-387, May, 1948. 18 refs. 


The author discusses the theories of the causation of 
sarcoidosis in the light of available knowledge, and 
describes in detail the preparation and administration of 
the antigen used in the Kveim test. The literature on’ 
skin reactions in sarcoidosis is reviewed. The author 
describes his own experiments and observations and 
summarizes them in a table. He considers: (1) that the 
Kveim reaction as well as the reactions of patients with 
sarcoidosis to B.C.G. inoculations “* add more evidence 
for, rather than against, the relationship of some cases of 
sarcoidosis to tuberculosis’’; and (2) that the Kveim 
test is of distinct diagnostic value in sarcoidosis. 

G. B. Mitchell-Heggs 


ANAEMIAS 


1770. Pathogenesis of Pernicious Anaemia. (Uber die 
Pathogenese der Anaemia perniciosa) 
P. CERANKE and F. FEYRTER. 


1948. 7 figs., bibliography. 


The theories of the genesis of pernicious anaemia are 
reviewed in detail, with an account of the authors’ 
personal observations of the histological changes in the 
stomach, from which they draw far-reaching inferences. 

They attribute the greatest importance to damage of 
the “helle Zellen’’ (clear cells) which they regard as 
having an endocrine function, but they do not express an 
opinion on the cause of the damage, although they 
consider that there is a constitutional abnormality of 
these cells. They regard pernicious anaemia as develop- 
ing because of a progressive enzyme deficiency of an 
inherited nature. They allege that there is a diffuse 
endocrine system of epithelial origin scattered among the 
epithelial cells of all body surfaces, including the gastric 
mucosa; to this system they attribute the function of 
producing the intrinsic factor. They assume that there 
is probably a central endocrine disturbance of this 
so-called pale-cell or yellow-cell system. Apart from 
damage to this endocrine tissue in the gastric mucosa, 
there is grave interference with the exocrine and absorp- 
tive power of the stomach. Illustrations are reproduced 
showing the presence of chronic inflammatory changes 
in the interstitial tissue of the epithelium in the gastro- 
intestinal tract. These are most severe in the fundus and 
the stomach, where there is a good deal of cellular in- 
filtration with Russell bodies and hyaline degeneration 


Wiener Zeitschrift fiir - 
Innere Medizin (Wien. Z. inn. Med.] 29, 47-81, Feb., 


ANAEMIAS 


of lymph follicles. Pernicious anaemia differs funda- 
mentally from secondary anaemias in the total dis- 
appearance of the * Belegzellen ’’ (oxyntic cells) and the 
severe or almost complete disappearance of argentaffin 
cells from the intestinal epithelium. Even so, in hypo- 
chromic anaemias there are some changes in the epithelial 
system. The authors stress the need for a detailed in- 
vestigation of the histological changes in the central 
endocrine glands in pernicious anaemia. A. Piney 


1771. The Significance of the Paucity of Sickle Cells in 
Newborn Negro Infants 

J. Watson. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 215, 419-423, April, 1948. 46 refs. 


The literature covering the incidence of both sicklaemia 
—that is, the occurrence of sickle cells unassociated with 
anaemia and its characteristic signs—and of sickle cell 
anaemia in Negro infants is reviewed. The author reports 
her own observations on 226 Negro mothers and 226 
Negro infants. Of the mothers 8% showed sicklaemia 
and of the infants 8-4°%%. In the former the percentage 
of sickled cells was usually 100, and at 24 hours exceeded 
84 in every case. In the infants maximum sickling 
varied from 0-5 to 29-5%, with a mean of 11%, taking 
48 hours to reach this maximum. These figures agree 


with the usual figures quoted for American Negroes. 


On the 19 babies with sicklaemia, 9 had mothers with 
the trait, a figure which would be expected for a Men- 
delian dominant characteristic. A footnote states that 
since the paper was completed 11 infants with sicklaemia 
have been followed for 4 months after birth; sickling 
increased progressively to reach a maximum of 90% at 
the age of 4months. This supports the author’s interest- 
ing hypothesis that the difference observed in the capacity 
of the red cells in the newborn and older Negro to sickle 
depends upon the chemical difference between foetal and 
adult haemoglobin. ‘* The absence of death in utero from 
sickle-cell anemia may be due to the protective influence 
of fetal haemoglobin which is unable to sickle even at the 
low oxygen tension which exists in the fetus.” 
Janet Vaughan 


1772. Rapid Test for the Demonstration of Sickle Cells 
and its Clinical Significance 

K. Sincer and S. Rosin. Journal of the American 
Medical Association [J. Amer. med. Ass.] 136, 1021- 
1025, April 17, 1948. 2 figs., 18 refs. 


Sickling of red corpuscles will only occur if there is 
a fundamental abnormality in the physico-chemical 
structure of the red corpuscle, because normal corpuscles 
cannot be induced to undergo such a change. The 
presence of reduced haemoglobin is essential for the 
development of sickling, so that if sickled cells are 
exposed to a sufficient concentration of oxygen they 
revert to their original form. If susceptible red cells are 
Suspended in a gas chamber, their shape can be changed 
at will by the admission of carbon dioxide or oxygen, 
but this is too elaborate for routine use. A bacterio- 
logical method is here described in which a culture of 
Bacillus subtilisis mixed with blood, the preparation sealed 


S11 


with paraffin, and incubated at 37°C. The mechanism 
of the test is the reduction of the oxyhaemoglobin in the_ 
corpuscles by the respiratory activity of the bacteria. 
Apart from its diagnostic value, this bacteriological 
test is suitable as a method of excluding carriers of the 
sickle-cell trait from panels of blood donors, because it is 
possible that cells with this trait may not survive as long 
as normal ones. ° A, Piney 


1773. Refractory Iron-Deficiency Anaemia Treated with 
Intravenous Saccharated Oxide of Iron 

L. S. P. Davipson and R. H. Girpwoop. British 
Medical Journal [Brit. med. J.] 1, 733-734, April 17, 
1948. 1 ref. 


The case is reported of a woman aged 29 with a severe 
iron-deficiency anaemia associated with achlorhydria and 
refractory to all types of treatment until saccharated iron 
oxide was given intravenously. The preparation was 
made according to Nissim’s (Lancet, 1947, 2, 49) method, 
and in 50 days, during which the patient apparently 
received 1-5 g. of elemental iron, the haemoglobin rose 
from 36 to 90% and the red cells from 2,860,000 to 
4,650,000 per c.mm, The reticulocytes reached 3:2% 
on the tenth day. Sickness and rigors accompanied the 
last three injections, and the authors state that severe 
reactions have occurred in several other cases. They 
believe that further work is required on the preparation 
of these iron solutions before the treatment can be used 
in general practice. Douglas H. Collins 


1774. Adenine: Its Failure to Stimulate Hemopoiesis or 
to Produce Pellagra in a Case of Pernicious Anemia 

R. E. Stone and T. D. Spies. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 215, 411-414, 
April, 1948. 5 refs. 


The case is reported in detail of a Negro with Addi- 
sonian pernicious anaemia treated with adenine, a 
total dose of 32-5 g. being given over a period of 7 days. 
The patient had previously responded to both liver 
extract and folic acid. Five days after treatment with 
adenine was started toxic symptoms developed; the 
patient had a bad taste in his mouth and there were 
anorexia, mental confusion, emesis, aphasia, clonic 
convulsive seizures, transient oliguria, elevated blood 
pressure, blood non-protein nitrogen, and uric acid, and 
abnormal urinary findings. The authors conclude that 
their findings do ‘** not support Raska’s contention that 
adenine produces black tongue in dogs, but they do sup- 
port his observations that animals develop nitrogen 
retention following adenine administration ”’. 

Janet Vaughan 


1775. Purification of Anti-pernicious Anaemia Factors 
from Liver 

E. L. Smiru. 
April 24, 1948. 


Nature [Nature, Lond.] 161, 638-639, 


This preliminary communication announces the pre- 
paration of two red pigments highly active in pernicious 
anaemia. Crude extracts of ox liver were purified by 
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the method of Emery and Parker and then by repeated 
chromatography. Preliminary proteolysis of the liver 
was found to improve the yield. Since it was evident 
that haematinic activity and colour were inseparable, 
this property was used as a guide in cutting chromato- 
grams. Four tons of liver yielded barely a gramme of 
the red materials, one batch of which provided a mini- 
mum effective single dose assessed at 0-3 mg. It is 
claimed that this preparation is also effective in subacute 
degeneration of the spinal cord, because in 3 patients 
suffering from this condition a degree of clinical improve- 
ment was achieved. A more recent preparation is 
believed to be eight times as active, according to the 
intensity of its colour, but it has not yet been tested 
clinically. 

The physical and chemical properties of the prepara- 
tions are summarized. They are amorphous solids 
readily soluble in water with molecular weights of the 
order of 3,000 and contain 11-7 to 13-9% nitrogen. By 
electrophoresis they have been shown to be still mixtures. 
It is concluded that they are differing forms of the classical 
liver factor postulated by Minot and Murphy, and not 
some incomplete substitute such as folic acid or thymine. 

L. J. Davis 


1776. Congenital Hemolytic Icterus, Four Generations 
C. HaAGeEAGE and J. HorRGAN. Journal of Pediatrics [J. 
Pediat.| 32, 288-292, March, 1948. 3 refs. 


Two cases of acholuric jaundice were studied and their 
family histories traced for four generations. In a typical 
case of this condition there are hypochromic microcytic 
anaemia, reticulocytosis, increased erythrocyte fragility 
and jaundice, splenomegaly, and fever. Any one of 
these features found in a member of a family in which the 
disease has been diagnosed indicates a subclinical type 
of the disease. In the first case described, an 8-year-old 
girl became acutely ill with jaundice and splenomegaly. 
The blood picture was typical of acholuric jaundice. 
The icterus index was 20; the van den Bergh direct 
reaction negative and indirect 3:7 mg. per 100 ml. A 
week after splenectomy the haemoglobin value was 69% 
and the erythrocyte count was 3,820,000 per c.mm. 
Microscopical sections of the spleen showed thickening 
of the capsule. The pulp was filled with erythrocytes 
and the splenic corpuscles were compressed. The 
sinuses were almost empty. There was no marked 
haemosiderosis. The vessels contained coagulated serum 
typical of acholuric jaundice. 

The second patient was a first cousin (maternal) of the 
first. Her symptoms were fever, anorexia, epistaxis, 
and splenomegaly. The blood picture was typical of 
acholuric jaundice. The icterus index was 75, the van 
den Bergh direct reaction was negative, and the indirect 
reaction gave a value of 2 mg. per 100 ml. Splen- 
ectomy was performed. One week after operation the 
icterus index was 10 and the van den Bergh direct reaction 
was negative, the value for the indirect being 1-1 mg. per 
100 ml. Macroscopically and microscopically, the 
spleen was typical of that in acholuric jaundice. Both 
patients recovered rapidly after splenectomy. The 
mother of the second patient had had a splenectomy for 


acholuric jaundice in 1943. It was ascertained that 
the maternal grandmother of both patients had the 
disease and that the maternal great-grandmother had 
suffered from recurring attacks of jaundice and fever 
from early childhood. It is emphasized that blood 
studies on all members of a family are indicated when 
the diagnosis of congenital haemolytic icterus has been 
made in any one of them. Early splenectomy leads to 
sustained improvement and prevents the occurrence of 
cholelithiasis. B. S. P. Gurney 


1777. True Pernicious Anaemia Without Achlorhydria 
A. Murpuy. Medical Journal of Australia (Med. J, 
Aust.] 1, 521-530, April 24, 1948. 8 figs., bibliography. 


After reviewing some of the literature concerning the 
association of pernicious anaemia and achlorhydria, the 
author offers evidence that true Addisonian pernicious 
anaemia can occur in subjects with free hydrochloric 
acid in their gastric juice. A patient, a single woman 
aged 23, developed a severe macrocytic hyperchromic 
anaemia which displayed a satisfactory haematopoietic 
response to injections of “‘ anahaemin”’’. Abundant 
free hydrochloric acid was subsequently found in the 
gastric juice. Careful inquiry revealed that the patient's 
diet was satisfactory, and x-ray examination showed no 
significant abnormalities of the alimentary tract. In an 
attempt to demonstrate the presence or absence of 
intrinsic factor, collateral studies were undertaken in 
2 cases of untreated pernicious anaemia. One patient, 
a man aged 63 years, was fed daily, for 6 days, with 
minced beef which had been incubated with the gastric 
juice obtained from the first patient after the- injection 
of histamine. No haematopoietic response was ob- 
tained, and it became necessary to administer liver 
extract, to which the patient responded satisfactorily. 
The experiment was repeated on a second patient with 
pernicious anaemia, a man aged 72 years, the prepared 
beef being administered daily for 8 days without a 
significant response. Beef was then incubated with 
the gastric juice of a healthy subject and given to the 
patient daily for 6 days; this was followed by a reticulo- 
cyte response of 32% and a satisfactory rise in the red- 
cell count. 

[The diagnosis of Addisonian pernicious anaemia in a 
patient aged 23 should obviously be accepted only after 
all other known causes of megaloblastic anaemia have 
been eliminated. In this case it seems that since no 
fat-balance studies were undertaken, defective intestinal 
absorption cannot be eliminated as a causal factor. 
Nevertheless, even if this factor were operative in the 
present case it would not necessarily explain the absence 
of intrinsic factor, which the author claims to have demon- 
strated. It would appear that the validity of the present 
thesis, that achlorhydria is not an essential feature in 
pernicious anaemia, must depend upon the authenticity 
of the author’s experimental findings.] L. J. Davis 


1778. Chronic, Non-familial Hemolytic Anemia i 
Infants. [In English] 

A. NjA. Acta Paediatrica [Acta paediatr., Stockh.) 3, 
40-48, 1948. 2 figs., 7 refs. . 


d. J. 
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Respiratory Disorders 


1779. The Inhalation of Dust Penicillin 

L. Krasno, M. Karp, and P. S. RHoapDs. Annals of 
Internal Medicine [Ann. intern. Med.] 28, 607-617, 
March, 1948. 3 figs., 1 ref. 


The authors describe a method for the administration 
of penicillin dust through a specially constructed but 
simple oro-nasal mask. Blood levels of penicillin some 


’ 3 hours after the inhalation of 100,000 units were satis- 


factory and were accompanied by diminution in the 
Gram-positive flora of the upper respiratory tract. As 
compared with the usual methods of inhalation of liquid 
"penicillin aerosols, the present one has the advantage 
of dispensing with such cumbersome equipment as the 
oxygen cylinder, pressure gauge, and atomizer. It 
would seem to be a practical method worthy of further 
trial. The authors present no evidence, however, of the 
concentration of penicillin attained in the bronchi or 
bronchioles. W. D. W. Brooks 


1780. Bronchiectasis Simulating Chronic Bronchitis. 
A Study of 46 Cases 

J.D. H. WEARING. Lancet [Lancet] 1, 822-824, May 29, 
1948. 8 refs. 


Bronchography was carried out in 211 men and 3 
women with symptoms and signs suggestive of chronic 
bronchitis: 46 patients (21%) were shown to have 
bronchiectasis, which was cylindrical in 31, varicose in 3, 
and saccular in 12. Most of the patients were in good 
physical condition, and there was no essential difference 
in symptoms and signs in the patients with bronchiectasis 
and those without bronchial dilatation. Attempts to 
diagnose bronchiectasis on the plain film appearances 
were usually unsuccessful, but the most reliable finding 
was an area of increased translucency in the middle or 
outer part of the lower lobe. The aetiology of bronchi- 
ectasis is discussed, the author regarding mechanical 
traction due to atelectasis as the initial factor with 
infection later leading to irreversible changes in the 
bronchial wall. A case of cylindrical bronchiectasis is 
reported in which the dilatation had disappeared in a 
second bronchogram taken after an interval of 7 months. 

J. W. Litchfield 


1781. Treatment of Pulmonary Emphysema by Incision 
of the Diaphragm. (JleueHue smdusembl pacce- 
4YeHHeM 

A. G. SABINIKH. Menuunna [Kiin. 
Med., Mosk.] 26, No. 7, 22-30, July, 1948. 3 figs., 6 
refs. 


The author was impressed with the post-operative 
improvement in pulmonary function in patients with 
carcinoma involving the cardiac end of the stomach and 
emphysema. This improvement could not be ascribed to 


the removal of the carcinoma, since it was observed in 
cases of inoperable tumours after laparotomy. It was 
finally decided that the cause of the relief of respiratory 
symptoms was the incision of the diaphragm. Objective 
improvement in respiration was demonstrated in such 
cases by orthodiagraphic and kymographic studies of 
diaphragmatic movement before and after operation. 
The author has therefore treated 7 patients with pul- 
monary emphysema by section of the diaphragmatic 
crura. The subjective and objective improvement in the 
patients’ condition is considered to warrant further use. 
of this method. S. S. B. Gilder 


1782. Technique of Transthoracic Intrapulmonary Injec-. 
tion for Therapeutic Purposes. (Technique de l’injection 
intrapulmonaire transthoracique en thérapeutique) 

M. R. Castex and E. L. CaAppeHouraT. Journal 
Frangais de Médecine et Chirurgie Thoraciques [J. frang. 
Meéd. Chir. thorac.] 2, 201-220, 1948. 8 figs. 


The authors discuss the treatment of pulmonary 
suppuration by the instillation of a variety of chemo- 
therapeutic agents directly into abscess cavities or the 
lung parenchyma. No serious complications have 
occurred in the cases they have treated [the number is not 
stated], but the dangers of the procedure are fully 
recognized. The method, therefore, is only recom- 
mended for patients with widespread suppuration who 
have not responded to the usual chemotherapeutic 
measures and are in an apparently hopeless condition. 
Four successfully treated cases are described. 

J. R. Bignall 


1783. The Protective Action of an Antihistamine Deriva- . 
tive of Thiodiphenylamine in Experimental Pulmonary 
Oedema. (Action préventive d’un antihistaminique 
dérivé de la thiodiphénylamine sur l’oedéme aigu du 
poumon expérimental) 

B. HALPERN, J. HAMBURGER, and S. CRUCHAUD. 
Semaine des Hépitaux de Paris [Sem. Hép. Paris] 2A, 
656-658, March 18, 1948. 2 figs., 12 refs. 


The authors studied in rabbits the protective action of a 
thiodiphenylamine derivative (“3,277 R.P.’’) against 
pulmonary oedema. There were 3 groups of rabbits. 
In group I, 27 animals were given intravenous adrenaline, 
in a dose of from 0-25 to 0-35 mg. per kilo body weight. 
All animals immediately developed signs of pulmonary 
oedema—rapid respiration, excitement, dyspnoea, 
cyanosis, and expectoration of pink sputum; 17 out of 
27 animals died. Necropsy revealed cardiac enlarge- 
ment; the lungs were enormous, weighing from 30 to 
40 g. (normal weight 10 to 12 g.), and there was pul- 
monary haemorrhage. In group II, 16 animals received 
3,277 R.P. (N-dimethylamino-2-propyl-1-diphenylamine) 
30 to 60 minutes before the adrenaline injection, in a 
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dose of 20 mg. per kilo body weight. The injection was 
given subcutaneously. The blood pressure rose as in 
the animals in group I, but returned to normal in a few 
hours. No dyspnoea developed. None of the animals 
died spontaneously. Some were killed 20 to 30 minutes 
after the injection; the heart was enlarged but the lungs 


contained only occasional small areas of haemorrhage. 


and only traces of oedema. The weight of the lungs was 
normal. In group III, 3 animals received a lethal dose of 
adrenaline intravenously; 4 minutes later, when dys- 
pnoea was established, the animals received a protecting 
intravenous dose of 3,277 R.P., 1-5 mg. per kilo body 
weight. All the animals survived. In those killed there 
were no signs of pulmonary oedema. 

The authors discuss the aetiology of pulmonary 
oedema in the light of their experiments. Since 3,277 
R.P. counteracted the pulmonary oedema but not the 
rise in blood pressure, they believe that the pulmonary 
oedema and rise in blood pressure are two separate 
phenomena. They discuss the possibility that adrena- 
line may lead to liberation of histamine which in turn 
causes the pulmonary oedema by increasing capillary 
permeability. Kate Maunsell 


1784. Pulmonary Abscess Secondary to Bland Pulmonary 
Infarction 

L. Levin, J. W. KERNOHAN, and H. J. MOoeRScH. 
Diseases of the Chest [Dis. Chest.] 14, 218-232, March— 
April, 1948. 42 refs. 


At the Mayo Clinic from 1932 to 1943, inclusive, 23 
cases of lung abscess were found post mortem among 
550 cases with pulmonary infarct due to uninfected em- 
boli. Infarcts were thought to be caused by uninfected 
emboli when there was no septicaemia, no infection at 
the operation site, and only slight pain, tenderness, or 
fever in cases with venous thrombosis. In 8 of the 23 
cases the condition was post-operative and in 13 of the 
other 15 there was cardiac failure. The diagnosis was 
made clinically in 3 cases. In only 6 cases was there any 
prolonged fever and 11 patients were afebrile throughout. 
In most there was no great exacerbation of cough. 
Purulent sputum or a leucocyte count of over 15,000 per 
c.mm. was seen in 3 cases only. Again in only 3 out of 
the 23 cases was there radiological evidence of lung 
abscess. It will be seen, therefore, that general and local 
symptoms were much less marked than in cases with lung 
abscess caused by infected emboli. The abscesses were 
thought to be due to secondary infection of a simple 
infarct by organisms from the bronchi or upper respira- 
tory passages. John Crofton 


1785. Suppurative Bronchopneumonia with Cavitation 
S. P. Perry and R. SHapiro. Radiology [Radiology] 
50, 351-364, March, 1948. 7 figs., 29 refs. 


Seven cases of bronchopneumonia, characterized by 
parenchymal suppuration and necrosis, are described. 
The authors saw 3,500 cases of pneumonia at a naval 
hospital in the winter and spring of 1944-5, giving an 
incidence for the suppurative type of 0-2%. The lesion 
in this type of pneumonia is usually single and consists 


amides or penicillin were obtained. 
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of a bronchopneumonic area with varying degrees of 
suppuration and necrosis leading to cavity formation, 
Clinically the outstanding features are fever, cough, and 
the expectoration of purulent sputum. Pleuritic paip 
is common. There are no characteristic physical signs, 
Signs of cavitation are rarely found. The authors dis. 
tinguish four grades of severity. First, cases in which the 
usual course of a bronchopneumonia is followed, the 
cavitation being discovered only in the radiograph; 
secondly, cases with a more protracted course and a 
tendency to spread to new broncho-pulmonary segments: 
thirdly, cases with local surgical complications, such as 
aerobic pulmonary abscess or empyema; fourthly, cases 
with general spread—suppurative meningitis, cerebral 
abscess, or multiple metastatic abscesses. From the 
radiological point of view the cardinal feature is the 
presence of one or more cavities within the broncho- 
pneumonic areas. Richard D. Tonkin 


1786. Primary Atypical Pneumonia. A Report of 112 
Cases with a Positive Cold Agglutination Reaction. [In 
English] . 
G. LAURELL. Acta Medica Scandinavica [Acta med, 
scand.] 130, 299-315, April 24, 1948. 6 figs., 36 refs. 


The author studied 112 patients with suspected primary 
atypical pneumonia who showed a positive cold agglu- 
tination reaction, of a titre of at least one-eighth to one- 
sixteenth, during convalescence after it had been negative 
in the acute stage, or who showed a rising titre in con- 
valescence. A 1% dilution of twice-washed, human 0 
red cells was added to falling saline dilutions of serum. 
After overnight incubation at +5° C. graded readings 
were taken according to the durability of the flake. 
Mice and guinea-pigs were inoculated intranasally, 
intracerebrally, and intraperitoneally with specially 
prepared sputum samples and were killed in 7 to 14 days. 
Throat swabs were plated. In 89 cases the white cell 
count was normal or only moderately raised and was 
associated with a high blood sedimentation rate. This 
combination was considered of diagnostic importance. 
The predominating organisms isolated were « strepto- 
cocci along with a relatively normal flora. Virus was 
not detected. The earliest positive cold agglutination 
reaction was obtained from the eighth to the twenty- 
eighth day, the majority occurring in the second and 
third weeks. The highest titre occurred from the tenth 
to the twenty-eighth day and the first significant drop 
between the third and fifth weeks. The titre was not 
related to the maximum temperature but showed some 
correlation with the duration of fever and the white cell 
count. 

More than 50% of the cases occurred in October, 1945, 
and between January and March, 1946. The onset was 
acute in about as many cases as it was insidious. Cough 
was the commonest symptom, with substernal or pleural 
pain, chills, and headaches in some cases. On the 
average fever began at 39° C., was remittent, ended by 
lysis, and lasted 12 to 15 days. Sickness lasted for 20 
to 40 days, there was 1 death and complications wer 
rare. No unequivocal results of the effect of sulphon- 
X-ray findings were 
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generally in excess of the physical findings. The lower 
lobes were usually affected, one only being involved in 
two-thirds of the cases. Two cases are described in 
detail. J. Maclean Smith 


1787. Use of Nitrogen Mustards in Seven Cases of 
Bronchopulmonary Carcinoma. (Emploi de la moutarde 
4 l’'azote dans sept cas de cancers broncho-pulmonaires) 
R. BenpA, H. AuBIN, F. FRANCHEL, E. ORINSTEIN, and 
C. BETouRNE. Bulletins et Mémoires de la Société 
Médicale des Hépitaux de Paris [Bull. Soc. méd. Hép. 


Paris] 64, 593-598, May, 1948. 7 figs., 9 refs. 


The authors report 7 cases of inoperable broncho- 
pulmonary carcinoma treated with a nitrogen mustard— 
methyl-bis (8-chloroethyl-) amine hydrochloride; there 
were no controls. Brief clinical and radiological reports 
are given; the diagnosis was confirmed by biopsy in 
4 cases, by the cytology of the bronchial secretion in 2, 
and by bronchoscopic appearance in 1 case only. None 
of the patients had previously received x-ray therapy. 
The drug was given intravenously in doses of 5 mg. 
usually on alternate days, and the number of injections 
varied from 4 to 9. Toxic symptoms were anorexia and 
nausea and vomiting in 6 of the 7 patients. These 
symptoms were alleviated if the drug was given between 
meals. The red cell count fell slightly in only 1 case, 
but the white cell count. fell in 4—markedly in 1 case 
from 10,500 to 3,500 per c.mm. 

There was improvement in the clinical condition and 
in the radiographs in 4 of the cases, and no change in 2; 
1 patient died. However, although improvement was 
noted in case 2 the patient died some days after his 
fourth injection. The patient in case 3 died 3 days 
after the third injection; it was in this patient that 
the marked fall in leucocytes was noted. The authors 
are not prepared to say that death was precipitated by 
the drug; no necropsy report is given. In the cases 
which improved the authors were impressed, especially 
with the remission of symptoms due to compression. 
The period of follow-up, though not stated, cannot have 
exceeded 3 months at the time of writing. Some of the 
patients subsequently received x-ray therapy. 

R. N. Johnston 


1788. Benign Idiopathic Spontaneous Pneumothorax. A 
Review of 63 Cases 

B. Hype and L. Hype. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 215, 427-430, April, 1948. 
7 refs. 


This is a study of 63 patients with benign spontaneous 
pneumothorax. Half of the patients were between 
20 and 30 years of age, and the ratio of males to females 
was 5 to 1. Half the cases were right-sided, and half 
left-sided. The time taken for re-expansion of the lung 
was 7 weeks or less in 70% of the patients, but in the 
individual patient it was difficult to predict how long re- 
expansion would take, since leakage into the pleural 
Space might continue for days or even weeks. In only 
2 patients was the onset of the pneumothorax preceded 
by exertion. Chest pain occurred in 62 patients, but 


subsided in a few days. Dyspnoea was present in 52 
patients, and 5 were slightly cyanosed at the onset. 
Forty patients had no pleural fluid; in only 2 was the level 
above the diaphragm, and from both of these heavily 
blood-stained fluid was aspirated. The condition re- 
curred in 12 patients, the recurrence being on the same 
side as the original pneumothorax in 10 of the 12 patients. 
Howard Nicholson 


1789. Spontaneous Pneumothorax. A Clinical Study of 
One Hundred Consecutive Cases 

R. M. Myerson. New England Journal of Medicine 
[New Engl. J. Med.] 238, 461-463, April 1, 1948. 9 refs. 


The author reviews 100 unselected cases of spontaneous 
pneumothorax admitted to the Boston City Hospital 
between 1934 and 1943. In 36 cases (Group 1) there was 
no evidence of lung disease; the other 64 patients (Group 
2) showed a definite pulmonary lesion before ad- 
mission to, or during their stay in, hospital, tuberculosis 
being present in 50%. A history of unusual effort 
before the onset of symptoms was given by 20% of both 
groups. Cough and fever were the rule in Group (2) 
and exceptional in Group (1). The average age of the 
patients in Group (2) was 46 and in Group (1) 27 years. 
The good prognosis in the apparently healthy group is 
emphasized. Of the 36 patients, 21 were followed up for 
14 to 12 years; 2 died from liver disease and 1 from 
pulmonary tuberculosis after 4 recurrences of the 
pneumothorax; no other patient developed pulmonary 
tuberculosis while under observation. Three patients 
had multiple attacks and 1 other had mediastinal 
emphysema 3 years later. J. W. Litchfield 


1790. Pleuritic Pain: Use of Intravenous Calcium 
Gluconate in its Relief 
I. L. BENNeTT and W. LatHEM. American Journal of the 
Medical* Sciences [Amer. J. med. Sci.] 215, 431-433, 
April, 1948. 22 refs. 


Thirty patients with pleuritic pain due to either 
pneumonia or pulmonary infarction were treated by 
intravenous injection of calcium gluconate. The pro- 
cedure was to inject 10 to 20 ml. of 10% solution during 
a period of 2 to 4 minutes. All but 3 of the patients 
experienced definite relief of pain, but in only 4 did the 
pain disappear completely and not return. Usually 
there was marked but not complete relief, which occurred 
within 60 seconds of the start of the injection; this was 
followed by a gradual return of the pain over 30 to 
60 minutes. Most of the patients obtained more lasting 
relief from procaine block of the intercostal nerves or 
from ethyl chloride spray to the skin of the affected area. 

The authors consider that much of the pain associated 
with pleurisy is due to spasm of the intercostal muscles 
and that the effect of the calcium salt is to relieve this 
spasm. Howard Nicholson 


1791. Bronchospirography: Apparatus and Technique 
C. M. Norris, J. LoNG, and M. J. OPPENHEIMER. Journal 
of Thoracic Surgery [J. thorac. Surg.] 17, 357-365, June, 
1948. 2 figs., 10 refs. 
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STOMACH AND INTESTINES 


1792. Prolapse of the Gastric Mucosa through the 
Pyloric Canal into the Duodenum. Report of 16 Cases 
Diagnosed Roentgenologically 

I. H. MANNING and G. P. HIGHSMITH. Gastroenterology 
[Gastroenterology] 10, 643-659, April, 1948. 9 figs., 
16 refs. 


The x-ray appearances which lead to a diagnosis of 
prolapse of gastric mucosa through the pyloric canal are 
not uncommon, and consist of a ‘ mushroom ”’—or 
** umbrella ’’—filling defect in the base of the duodenal 
cap, often associated with elongation of the pyloric canal 
and thickened antral folds. The clinical picture is 
vague, but epigastric pain or discomfort, with belching, 
acid regurgitation, or heartburn is the rule. The histories 
of 16 cases are given and the literature is reviewed. In 
none of the 16 cases was the diagnosis confirmed sur- 
gically, and the authors’ impression is that the prolapse 
is “* part of the clinical picture of hypertrophic gastritis ”’. 

[Most British radiologists believe that the word 
* prolapse ’’ as applied to this common syndrome is 
misleading, since cases progressing to polyp formation 
are very rare. It is reasonable to suppose either that 
the pyloric mucosa is thickened, or that the systolic 
contractions of the canalis egestorius are so vigorous 
that a cuff of mucosa indents the barium-filled base of the 
duodenal cap.] Denys Jennings 


1793. An Experimental Study of the Acid Factor in 
Ulceration of the Gastro-intestinal Tract in Dogs 

G. M. Cummins, M. I. GRossMAN, and A. C. Ivy. 
Gastroenterology [Gastroenterology] 10, 714-726, April, 
1948. 25 refs. 


It is known that acid in maximum physiological con- 
centration will damage the jejunum, but it is not known 
whether its introduction into the stomach will produce 
gastric or duodenal ulceration. Sham-feeding experi- 
ments in dogs suggest that it will not. In these experi- 
ments 14 dogs were provided with a gastrostomy in the 
flank. Five dogs were given 71 to 83 ml. per hour of 
isotonic N/10 hydrochloric acid for 50 to 90 hours, while 
they were starved. All developed duodenal ulcers, but 
the acid-base balance of the blood was disturbed. Six 
dogs were therefore given an equivalent quantity of base 
through an ileostomy. None of this group developed 
ulcers, but the control conditions were imperfect for 4 
out of 6 dogs were fed. Three dogs were given acid 
into the stomach and base intravenously, but no food. 
No ulcers developed. The authors consider that their 
work supports.the idea that histamine ulceration is due 
less to excess production of acid than to interference with 
the blood supply. 

[There is a curious omission from this paper of refer- 
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ences to the extensive literature suggesting that inter- 
ference with the blood electrolytes leads to ulceration, 
The fallacy that the resting mucosa is probably more 
easily digested than the hyperaemic actively secreting 
mucosa is also disregarded.] Denys Jennings 


1794. Experimental Studies on the Motility of the 
Gastric Mucosa in Dogs. A Preliminary Report 

F. P. Brooxs, L. W. Stevens, E. P. PENDERGRASS, and 
F. Basso.ts. American Journal of Roentgenology and 
Radium Therapy (Amer. J. Roentgenol.] 59, 482-491, 
April, 1948. 10 figs., 10 refs. 


In the present experiments radiographs of the mucosal 
pattern were obtained after the diffusion of “* thorotrast ” 
injected into the submucosa. The movements of the 
muscularis propria were deduced from the behaviour of 


lead shot sutured at 3-cm. intervals along the greater 


curve. Further studies are promised. At present it is 
only claimed that slight changes in the mucosal pattern 
have been demonstrated which are independent of the 
muscularis propria. 

[The radiographs reproduced are unconvincing. The 
technique is open to criticism, because thorotrast causes 
a severe inflammatory reaction which may well affect the 
movements of the fold pattern.] Denys Jennings 


1795. Description of Gastroscopic Appearance of 
Luetic Gastric Lesions in Late Acquired Syphilis 

C. O. PATTERSON and M. O. Rouse. Gastroenterology 
[Gastroenterology] 10, 474-485, March, 1948. 22 refs. 


An account is given of the gastroscopic appearance 
of the lesions of presumed gastric syphilis. The diagnosis 
was confirmed either because of the disappearance of the 
lesions after anti-syphilitic treatment or as a result of 
examination of the specimen removed at operation. 
Some of the cases were followed up for 9 years. Three 
types of lesion were seen, ulcers, tumours, or an infiltra- 
tive process leading to a leather-bottle stomach. Atten- 
tion is called to the livid, slightly brown or violaceous 
colour of the mucosal margins of the ulcers. 

Christopher Hardwick 


1796. The Effect of Physically Induced Pyrexia on 
Gastric Acidity ‘ 

J. BANDES, F. HOLLANDER, and W. BIERMAN. Gastro- 
enterology [Gastroenterology] 10, 697-707, April, 1948. 
2 figs., 25 refs. 


The purpose of the recorded experiments was to deter- 
mine whether artificially-induced pyrexia affected gastric 
acidity, and, if it did, whether it would have therapeutic 
application. Body temperatures were raised by the use 
of diathermy and radiant heat applied to the patient ina 
heat cabinet. 
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Five out-patients were thus treated for from 45 minutes 
to 3 hours with temperature levels maintained at 102° to 
105:7° F. (38-9 to 40-9° C.). There was a fall in acidity 
in all, but achlorhydria was attained in 2 only. In 
addition 4 in-patients whose temperatures were kept at 
103-6° to 106-1° F. (39-8° to 41-1° C.) for 34 to 5} hours 
all developed achlorhydria, usually within 30 minutes of 
the peak temperature being attained. In test meals the 
next day the acidity curve was found to have returned to 


‘normal. It seems unlikely, therefore, that artificially- 


induced pyrexia will be of value in the treatment of 
peptic ulcer. A. H. Douthwaite 


1797. Sodium Carboxymethylcellulose: Laxative Effects 
in Clinical Use ‘ 
J. Fitmrpotpt and P. L. Davis. Gastroenterology 
[Gastroenterology] 10, 667-670, April, 1948. 9 refs. 


Carboxymethylcellulose has been used for many years 
in industry as an emulsifier and stabilizer in the manu- 
facture of textiles, leather, paint, and other articles. Its 
value depends on its hygroscopic qualities. The sodium 
salt has been tried as a “* bulk ”’ laxative in 128 patients 
who habitually took saline or irritant purgatives. It 
is claimed that in 1 to 3 days a change to this harmless 
colloid laxative could be satisfactorily effected. The 
dose is 2 wafers, of 2 g. each, daily. 

A. H. Douthwaite 


1798. Regional Enteritis: Diagnosis and Treatment. 
A Study of Fifty-five Cases Over a Nine Year Period 

H. R. RossMiLLeR and H. M. MESSENGER. Medical 
Clinics of North America [Med. Clin. N. Amer.] 32, 419- 
427, March, 1948. 2 figs., 5 refs. 


The authors describe 55 cases of “ enteritis, terminal 
ileitis, and entero-colitis ’’ seen in one clinic at Cleveland, 
Ohio, in a period of 9 years. The average age of the 
patients was 28-5 years; there were 31 males and 24 
females. The presenting symptoms varied but in order 
of frequency were cramp-like abdominal pain, loss of 
weight, and diarrhoea. Perforation of the bowel with 
fistula or abscess formation occurred fairly often, but 
it is pointed out that difficult surgical cases are referred 
to the clinic, which may account for the fact that there 
were 14 patients with a sinus opening into the abdomen. 
Fistula-in-ano was present in 9 patients. A palpable 
mass was felt in the right lower abdominal quadrant in 
24 patients, and in 2 others a mass was detected rectally. 
Operative treatment was carried out in the majority of 
cases, and the results of resection of the diseased bowel 
were more satisfactory than those of simpler short- 
circuiting operations. J. W. MtNee 


1799. Paracolon Bacilli as Related to Chronic Dysentery 
Syndromes : 

C. R. DaRNALL. Gastroenterology [Gastroenterology] 
10, 366-376, March, 1948. 14 refs. 


Paracolon bacilli were isolated from the stools of 18 
patients with a history and a clinical syndrome suggestive 
of chronic dysentery. Antigenic analysis revealed the 


presence of Salmonella or Shigella antigens in nearly 70% 
of 16 different paracolon organisms isolated. Strepto- 
mycin eliminated the paracolon bacillus in 4 cases, with 
clinical cure or improvement of the patient. 

Christopher Hardwick 


1800. The Surgical Treatment of Ulcerative Colitis 
R. B. CaTTELL. Gastroenterology [Gastroenterology] 10, 
63-66, Jan., 1948. 18 refs. 


LIVER 


1801. Fatty Liver Disease in Infants in the British West 
Indies 

J. C. WatTerRtow. Special Report Series Medical 
Research Council, London [Spec. Rep. Ser. med. Res. 
Coun., Lond.] 263, 1948. 84 pages, 26 figs., bibliography. 


The clinical, pathological, and biochemical charac- 
teristics of fatty liver disease of infants in the British West 
Indies are described. This condition is differentiated 
from kwashiorkor, infantile pellagra, and a number of 
other conditions. 

Fifteen cases of fatty liver disease were studied. The 
average age of the patients when first seen was 104 
months. All the infants were breast-fed from birth and 
the condition developed soon after they were weaned. 


- The main food after weaning consisted of a porridge of 


maize, arrowroot, sweet potatoes, plantains, or oatmeal, 
supplemented usually with fruit juice and sometimes with 


. green vegetables. Most of the babies received small 


quantities of milk. The presenting symptoms were 
usually oedema and vomiting. In nearly all cases the 
liver was enlarged and showed marked fatty infiltration 
at necropsy. Analysis of pieces of liver showed that 
they contained up to 50% of fat, mainly due to an 
increase in neutral fat. Liver biopsy confirmed the 
presence of fatty infiltration in all but one case. Liver 
function was impaired in all cases, as shown by the 
bromsulphalein test. Serum-protein concentrations were 
low, with a reduction of the albumin-globulin ratio in all 
cases in which there was oedema. All the children were 
underweight; mucous-membrane lesions were observed 
in many cases and thought to be due to riboflavin defi- 
ciency. Changes in the skin and hair were seen, but were 
not a marked feature. Anaemia was present in all cases, 
and was usually mildly hypochromic and normocytic, or 
slightly macrocytic. There was an increase in the fat 
content of the stools, which averaged 53-6% of the dry 
weight. There was no evidence of hypochlorhydria or 
urinary abnormalities. : 

The natural history of the disease was studied. En- 
largement of the liver without oedema was found in 10% 
of an unselected group of infants. Liver biopsy showed 
the presence of fat, but the serum-protein concentration 
and dye clearance were normal. This condition was 
regarded as an early stage of fatty liver disease. Late 
cases in which the infant did not die or did not recover 
completely showed cirrhotic changes in the liver. Res- 
ponse to treatment was assessed by serial measurements 
of serum-protein concentration, the bromsulphalein test, 
and liver biopsy. Ina small group of severely ill infants, 
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methionine (5 g. daily for 7 days), choline (500 mg. daily 
for 4 to 7 days), and inositol (1g. daily for 4 to 7 days) 
had no beneficial effect. High milk intake resulted in 
improvement. 

The aetiology of this condition is discussed. The 
oedema was attributed to hypoproteinaemia, due to a low 
protein intake. The source of the extra fat in the liver 
was considered to be exogenous. No conclusion was 
reached on the question of the part played by hepatic, 
pancreatic, or intestinal insufficiency in the production of 
the steatorrhoea. A. C. Frazer 


1802. Serum Proteins in Hepatic Disease 

J. A. DAUPHINEE and W. R. CAMPBELL. Medical Clinics 
of North America |Med. Clin. N. Amer.] 32, 455-468, 
March, 1948. 1 fig., 36 refs. 


The authors point out that our knowledge of abnor- 
malities in the serum proteins dates back to the work of 
Gilbert and Chiray in 1907. In the later literature, 
which is briefly reviewed, there is general agreement that 
the serum globulin tends to rise and the albumin to fall 
in various types of hepatic insufficiency. 

Using the sodium sulphite method of Campbell and 
Hanna for sorting out the fractions of the serum pro- 
teins, the authors found an increase in serum total 
globulins and a decrease in albumin in parenchymatous 
disease of the liver, the increase in globulin being due 
largely to an abnormal fraction, not present in normal 
serum, which was precipitated by 13-5% sodium sulphite. 
These changes were slight or even absent in 14 moderately 
severe cases of acute infective hepatitis and recovery 
was accompanied by a return to normal values. On the 
other hand, there was a marked and persistent departure 
from normal in a patient whose disease became chronic 
and extreme changes were found in another patient dying 
from acute necrosis. Pronounced changes in the serum 
proteins of the same order were characteristic of 20 cases 
of Laénnec’s cirrhosis, although the serum albumin was 
normal in 2 and the 13-5% fraction was not present in 3. 
In contradistinction to the changes found in patients with 
primary parenchymatous disease of the liver, the chief 
abnormality seen in secondary carcinoma and in ob- 
structive jaundice was a decrease in serum albumin. 
Total serum globulins were increased only moderately 
or not at all, and the 13-5% fraction was present in 2 out 
of 10 only. 

The authors conclude by pointing out that hypo- 
albuminaemia, hyperglobulinaemia, and the presence of 
the 13-5% fraction are not pathognomonic of cirrhosis of 
the liver, but in conjunction with clinical findings may be 
of assistance in diagnosis. J. W. McNee 


1803. Anoxia and the Liver with Special Reference to 
Shock and Chronic Malnutrition 

J. GILLMAN and T. GILLMAN. South African Journal of 
Medical Sciences {S. Afr. J. med. Sci.] 13, 11-43, Jan., 
1948. 22 figs., bibliography. 


The authors have previously discussed steatosis and 
necrosis in relation to cirrhosis. They now deal with a 
third type of change in the liver cell—the occurrence of 


DISORDERS 


fat-free vacuoles, or such complete vacuolization that 
the empty water-clear cells closely resemble those of 
plants; these cells are referred to by the authors as 
** plant-like cells’. This reaction of the liver cell was 
observed by pathologists long ago, but was generally 
casually dismissed as hydropic degeneration. It js 
believed to be a real and specific lesion caused by anoxia 
and may end in actual hepatic necrosis. The authors 
first observed this peculiar change in the livers of patients 
who were recovering from pellagra but who died suddenly, 
They then found that this lesion had been attracting 
attention in other special circumstances. Several 
German writers noted the vacuoles in the livers and other 
organs of airmen who died from acute anoxia during 
combat at high altitudes. Trowell concluded from 
animal experiments that vacuolization in the liver cells 
arises from intense hepatic congestion and acute anoxia, 
Similar changes have been seen after fatal haemorrhage 

and shock, in war. : 

In Johannesburg 275 livers were examined from two 
sources. Most of them (188) came from the Medico- 
Legal Laboratories and were obtained from subjects 
who died “ unnatural deaths *°—accident, suicide, and 
poisoning. The remainder (87) came from subjects 
executed for murder and were collected over 18 years. 
Most of the latter specimens were obtained and fixed 
within 20 minutes of death. 

The various types and appearances of the vacuoles 
and “ plant-like cells’? are described, with excellent 
photomicrographs. The conclusion is accepted that 
these changes are associated with anoxia, which may arise 
suddenly (as in asphyxia, haemorrhage, and shock, or 
carbon monoxide poisoning) or more gradually as in 
nutritional diseases (such as pellagra), in which meta- 
bolism is depressed. The whole question of | this 
particular type of lesion of the liver cells obviously merits 
attention and further investigation before its importance 
in medicine and pathology can be established. 

[It is impossible to do justice to this paper in a short 
review, for the ground covered is so wide and in part so 
controversial. Nevertheless the problem is of interest 
and may be of practical importance, not only in relation 
to diseases of the liver but to the still disputed mechanism 
of surgical shock. All interested in hepatic diseases, 
both acute and chronic, and in surgical shock are recom- 
mended to read this paper in full.] J. W. McNee 


1804. Observations on Alcoholic Fatty Liver: The Use 
of Interval Needle Biopsy and Liver Function Tests 

R. E. Buck. Journal of Laboratory and Clinical Medi- 
cine [J. Lab. clin. Med.] 33, 555-564, May, 1948. 6 figs., 
22 refs. 


Seven cases of incipient alcoholic cirrhosis among 
white males at Salt Lake City have been investigated by 
needle biopsy. The result of treatment by rest, abstin- 
ence from alcohol, a high-protein, high-carbohydrate, and 
low-fat diet supplemented by vitamin-B complex, was 
noted at a second examination 3 to 14 weeks later. Histo- 
logical examination showed that the liver enlargement 
was due to a diffuse fatty infiltration, and in 3 cases 
scattered areas of degeneration were observed in the liver 
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cord cells. The second examination revealed a constant 
diminution of fat in 5 cases, with many cells having a 
double nucleus indicative of regeneration. Liver biopsy 
resulted in 1 death from haemorrhage, and in another 
series of cases produced a right-sided pneumothorax. 
Clinical improvement with a gain in weight and diminu- 
tion in liver size and ascites was associated with disappear- 
ance of icterus, an increase in serum albumin and haemo- 
globin, reversion of a positive cephalin-cholesterol 
flocculation test, and reduction of the bromsulphalein 
concentration; only in 1 case was there a significant 
improvement in the thymol turbidity test. 

“Liver biopsy will give a clear indication of regeneration 
within the organ, and may encourage the patient to co- 
operate against a relapse on discharge from hospital. 

E. T. Ruston 


1805. The Use of Concentrated Human Serum Albumin 
in the Treatment of Cirrhosis of the Liver 

H. G. KUNKEL, D. H. LaBpy, E. H. AnHrRens, R. E. 
SHANK, and C. L. HOAGLAND. Journal of Clinical 
Investigation [J. clin. Invest.] 27, 305-319, May, 1948. 
6 figs., 14 refs. 


A description is given of clinical results obtained by 
injecting varying amounts of concentrated human serum 
albumin into 17 patients with severe hepatic disease— 
15 with cirrhosis of the liver and 2 with subacute necrosis 
following acute infective hepatitis. Ascites was present 
in 15 patients: The only reactions noted were fever in 
4 cases about 4 hours after an injection, and acute 
pulmonary oedema in 1 patient who fortunately 
recovered. There was oesophageal haemorrhage in 2 
patients under the treatment, but this may well have been 
incidental. 

The results varied. Ascites was eliminated in all but 
1 of the 15 patients, but it was noted that cases in which 
there was marked evidence of high portal pressure or 
ascites of long standing were very resistant to treatment. 
Very good and apparently permanent results were 
obtained in nutritional or alcoholic forms of cirrhosis, 
provided the ascites was of short duration. In the 
authors’ view the beneficial results are not due simply to a 
replacement therapy for low plasma proteins, but are due 
to general effects (which are not completely understood) 
resulting in improved appetite and nitrogen balance. 

J. W. McNee 


1806. Action of Histamine on the Human Biliary Pas- 
Sages: Radio-manometric Study. (L’action de lhist- 


amine sur les voies biliaires de ’homme: étude radio- ~ 


manometrique) 
J. Carout and C. ZEvGOLaTis. Semaine des Hépitaux de 
Paris (Sem. Hép. Paris] 24, 537-544, March 2, 1948. 
7 figs., 17 refs. 


Radiomanometry is a combination of direct mano- 
metric readings of the pressure in the biliary tract and 
radiography of the tract filled with a radio-opaque sub- 
Stance. By using this method the authors were able to 
show that a subcutaneous injection of 1 mg. of histamine 
failed to produce either a contraction of the gall-bladder 


or an increase of the intravesicular pressure, contrary 
to what is usually observed in animal experiments. What 
did take place was a dilatation of the sphincter of Oddi, 
while the duodenal musculature showed a rather para- 
doxically increased tone. This paradoxical effect of 
histamine is probably indirect. It is not related to a 
possible stimulation of the biliary secretion, because such 
a stimulation did not take place. The authors believe 
that the relaxation of the sphincter of Oddi was due to an 
acidification of the contents of the duodenum. This 
supposition was confirmed by further experiments— 
namely, a dilatation of the sphincter of Oddi was ob- 
tained by instillation into the duodenum of diluted hydro- - 
chloric acid, while the dilating effect of histamine was 
inhibited by instillation into the duodenum of a 4% 
solution of sodium bicarbonate. A. Orley 


1807. Serum Iron and Prothrombin Values in Patients 
with Liver Disease and Jaundice. (Serumjern og pro- 
trombin ved leversykdommer og ikterus. Forelobig 
meddelelse) 

R. SkyetNe. Nordisk Medicin [Nord. Med.] 38, 733-737, 
April 9, 1948. 4 refs. 


Determinations of serum iron and prothrombin time 
were carried out in 73 patients suffering from different 
types of jaundice. The findings in the various classes 
were as follows: (1) Acute hepatitis, 24 cases. In 19 
serum iron values were greater than 190 jg. per 100 ml., 
and in 3 from 160 to 190. (2) Recurrent jaundice, 10 
cases. Values lay between 140 and 170 yg. per 100 ml. 
(3) Chronic hepatitis with cirrhosis and ascites, 10 cases. 
The values in 8 cases ranged from 100 to 150 yg., being 
50 yg. in the remaining 2 cases. The prothrombin value 
in these last 2 was low, but rose to normal when vitamin . 
K was given, serum iron rising to 100 jg. at the same time. 
In 3 cases the disease started as acute hepatitis, with 
serum iron values above 200, and then developed into 
chronic hepatitis with cirrhosis and ascites, the iron values 
falling to 70 to 130 wg. (4) Obstructive jaundice, 26 
cases (9 carcinoma of the pancreas, 12 cholelithiasis, 5 
carcinoma of the stomach with liver metastases). In 
24 cases serum iron values were 40 to 90 yg.; in the 
remaining 2 the values on admission were 200 jxg., falling 
later to 60 to 70 yg. per 100 ml. 

Hypoprothrombinaemia was present in all cases of 
obstructive jaundice and acute and chronic hepatitis. 
Vitamin K was given, and where liver formation was not 
too grossly impaired prothrombin and serum iron values 
‘rose to normal. 

_ The high serum iron values found in acute hepatitis are 
probably due to release of iron from damaged liver cells, 
while the low values in ascites are probably due to loss 
of iron into the ascitic fluid. Serum iron levels can be 
used for diagnostic purposes, as follows: above 190 pg. 
acute hepatitis; 100 to 190 yg. chronic hepatitis; below 
100, obstructive jaundice. Serum iron values before and 
after treatment with vitamin K are given for 33 cases of 
jaundice of all types; a rise occurred in all cases. 
D. J. Bauer 


See also Section Pathology, Abstracts 1681-2. 
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Endocrine Disorders 


1808. Relation of Obesity to the Function of the Thyroid 
Gland, Especially as Indicated by the Protein-bound 
Iodine Concentration in the Plasma 

R. H. Witurams. Journal of Clinical Endocrinology [J. 
clin. Endocrinol.] 8, 257-261, March, 1948. 2 figs., 
13 refs. 


In 24 obese patients the basal metabolic rate (B.M.R.) 
and protein-bound iodine of plasma were measured. It 
was found that, although the B.M.R. of the obese patients 
did not differ significantly from normal, the protein- 
bound iodine values were, on the whole, lower than in 
normal subjects. The author [rightly] minimizes the 
importance of this finding, as it applied only to about half 
of the patients studied, and also because “* patients with 
myxedema consistently have hypoiodinemia without 
much obesity ’’. Those patients with low protein-bound 
iodine were given desiccated thyroid, without much loss of 
weight. At necropsy on 15 obese patients the thyroid 
gland was found to be normal. D. A. K. Black 


SUPRARENALS 


1809. Adrenal Cortical Hormone Excretion in Endocrine 
and Nonendocrine Disease as Measured by Chemical 
Assay 

W. H. DauGuapay, H. JArre, and R. H. WILLIAMs. 
Journal of Clinical Endocrinology [J. clin. Endocrinol.} 
8, 244-256, March, 1948. 5 figs., 15 refs. 


This paper describes the results of an estimation of 
adrenal cortical steroids in human urine, the quantitative 
measurement of the formaldehyde liberated by periodic 
acid oxidation from urinary extracts being used. By 
this assay a chemical property of the urinary steroids 
~ with a C-17 side chain is measured, and the authors are 
aware that it does not differentiate between active and 
inactive substances. They also consider the possibility 
that a part of the steroids measured may not be of adrenal 
origin. 

Normal values were based on 31 observations on 
healthy persons and obese and hypertensive patients 
considered to be free from known endocrine disease; 
most of the values fell between 1 and 1:5 mg. per 24 
hours. Six patients with Addison’s disease gave results 
from “ formaldehydogenic steroids ” (F.St.) which were 
below the normal range. Patients with hypopituitarism 
were intermediate, as regards F.St. excretion, between this 
group and the normal group. Patients in whom 
Cushing’s syndrome was observed showed increased F.St. 
excretion. In patients with myxoedema and those with 
hyperthyroidism excretion of F.St. was low and there 
was an increase in steroid excretion with the appropriate 
treatment. To explain the low excretion of F.St. in the 
hyperthyroid patients, it is suggested that the increased 
rate of biological oxidation accelerates the destruction of 


the hormones, so that their urinary excretion does not 
represent production. a 
Because of the high vitamin-C content of the normal 
adrenal gland the assay method was used in 3 patients 
with scurvy. Administration of ascorbic acid was fol- 
lowed by a decrease in the F.St. elimination and later by 
an increase. This unexpected finding is tentatively 
ascribed to the formation of a steroid—ascorbic-acid 
complex. D. A. K. Black 


1810. Histologic Studies on a Virilizing Tumor of the 
Adrenal Cortex 
E. J. WeBer and M. L. MENTEN. American Journal of 
Pathology {Amer. J. Path. 24, 293-303, March, 1948, 
10 figs., 41 refs. 


The patient, a boy of 34 years, showed precocious 
development of the genitalia and the hair of the face, 
axillae, and pubic area, and his daily excretion of 17- 
ketosteroids was 14-7 mg., thus approaching nearly to 
the adult level. A large right-sided adrenal tumour was 
removed and the output of ketosteroids fell to that 
normal for a child of 34—that is, to about 5 mg. daily. 
The cells of the tumour contained fatty secretory globules 
stainable with ponceau fuchsin or Sudan IV, and a series 
of cells was identified with a range of secretory changes 
comparable with those seen in the normal adrenal 
cortex. R. A. Willis 


1811. The Effect of Desoxycorticosterone Acetate on 
Blood Pressure, Renal Function, and Electrolyte Pattern 
in the Intact Rat 

S. M. FriepMAN, J. R. PoLitey, and C. L. FRIEDMAN, 
Journal of Experimental Medicine [J. exp. Med.} 87, 
329-338, April, 1948. 23 refs. 


Four groups of 20 male albino rats were studied for 
42 days. The first and third groups drank tap water, 
while the second and fourth received 1% saline. In 
addition, in the third and fourth groups 25 mg. of 
desoxycorticosterone acetate (DCA) was implanted sub- 
cutaneously on the first, eleventh, and twenty-fifth days 
of the experiment. On the forty-second day the animals 
were killed. Clearance experiments were carried out 
every 2 weeks, beginning on the tenth day. Sodium 
p-aminohippurate, 12-5 mg. per ml. in 2% sodium 
sulphate, was injected into the lumbar region, the dose 
being 40 mg. for animals of 110 g. Immediately after 
this 3 ml. of warm 2% inulin solution was injected intra- 
peritoneally. Urine was collected for 50 minutes there- 
after, and then 0-75 ml. of heart blood was taken. Blood 
electrolytes were studied every 2 weeks, beginning on 
the twelfth day, and the blood pressure was measured on 
the day before the electrolyte or clearance test. 

DCA alone in small doses was found to be capable of 
interfering with renal function. The addition of saline 
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intensified this process. The first change was a decrease 
in renal plasma flow with maintenance of normal filtra- 
tion, suggesting efferent vascular constriction. Later 
the renal plasma flow decreased even more, so that renal 
jschaemia occurred. When the DCA and saline were 
given the process was progressive, while in those animals 
receiving DCA alone the vascular spasm and renal 
ischaemia disappeared, suggesting the reversibility of the 
There was a progressive increase in sodium and 
a decrease in chloride and potassium in plasma, this again 
- being more marked when saline was also given. It is 
suggested that DCA causes sodium retention, that 
potassium is lost in a failing effort to maintain a normal 
total concentration of cations, and that chloride is lost 
passively, coupled with potassium. Blood pressure was 
increased by the administration of DCA. This increase 
was first detected early in the experiments, before 
demonstrable changes in renal excretory function. The 
authors consider that these changes in rats are comparable 
to those found in essential hypertension. They suggest 
that some cases at least of hypertension may be of 
hormonal aetiology. R. B. Lucas 


GENITAL GLANDS 


1812. The Effects of Estrogens on the Bone Marrow of 
Adult Female Dogs 

R. C. Crafts. Blood [Blood] 3, 276-285, March, 1948. 
6 figs., 19 refs. 


Oestrogens are known to produce severe changes in 
the blood of dogs—anaemia, thrombocytopenia, and’ 
leucocytosis followed by leucopenia. Although the 
peripherai blood changes have been well studied, the 
changes in the marrow have ‘not been explored; in this 
paper the author describes the histological changes in the 
femoral bone marrow at various times after the beginning 
of regular administration of an oestrogen. Fourteen 
animals were used, 2 serving as controls. The bone 
marrow was obtained from the controls and the oestro- 
gen-treated dogs after death. The blood changes were 
similar to those observed previously. After 25 days’ 
treatment with a total of 89 mg. stilboestrol, the peak of 
leucocytosis had just been passed, but the white cells 
still numbered 46,000 per c.mm. at necropsy; the bone 
marrow was almost completely composed of neutrophil 
leucocytes. Two dogs were examined when their leuco- 
cyte count was falling but had not quite regained a normal 
level; they had received similar doses of stilboestrol and 
their bone marrow still showed many neutrophil granulo- 
cytes. In dogs killed when the leucocyte count had 
fallen to very low levels the nucleated elements of the 
marrow were very hypoplastic and were replaced by 
mature erythrocytes; this appearance gives way to a 
marrow almost entirely devoid of cells, only a structure- 
less and oedematous-looking tissue remaining. These 
dogs had received various doses; one had had 5 mg. 
daily of stilboestrol for 120 days, one had had a total of 


93-5 mg. stilboestrol in 33 days, and one in which there ~ 


were not enough cells left in the marrow to make a proper 
count had had 5 mg. daily for 34 days. 
Evidently large doses of oestrogens are toxic to the 
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bone marrow of adult female dogs. After an initial 
stimulation, the granular leucocytes are destroyed and 
replaced by a plethora of red blood cells; these congested 
areas then become structureless and oedematous. With 
continued treatment the erythroblasts are also involved 
in the oedematous areas and the marrow becomes com- 
pletely aplastic. This peculiar reaction to oestrogens is 


~ seen only in dogs; it did not occur when 10 mg. oestrogen 


was given to monkeys daily for long periods, and there is 
no evidence of a similar effect in human beings. 

[The findings are quite clearly demonstrated, but it is 
evident that individual dogs vary greatly in the total 
dose needed and the time taken to produce these effects. ] 

M. C. G. Israéls 


1813. Inhibition of Estrogen-induced Tissue Growth with 
Progesterone 

R. Hertz, C. D. LARSEN, and W. TULLNER. Journal of 
the National Cancer Institute [J. nat. Cancer Inst.} 8, 
123-126, Dec., 1947. 2 figs., 15 refs. 


Chicks were given 8 daily doses of stilboestrol and of 
progesterone in varying proportions. Control oviducts 
(at necropsy) weighed 17-5 mg. and stilboestrol-treated 
oviducts 740 to 970 mg.; with stilboestrol and pro- 
gesterone the weight was only 198 mg. “ This inhibition 
was proportional to the dose of progesterone over a 
limited range. However, once a maximum degree of 
inhibition was obtained, further increments in pro- 
gesterone dosage did not effect further decrements in 
estrogen-induced tissue growth. A sixteenfold increase 
in estrogen dosage did not reverse the inhibitory effect of 
a maximally effective quantity of progesterone.” Stil- 
boestrol produced lipaemia and hypercalcaemia, which 
were only moderately reduced by progesterone. 

I. Hieger 


1814. The Isolation and Properties of the Monoglucuro- 
nides of Stilboestrol, Hexoestrol and Dienoestrol . 

S. A. Simpson arid A. E. W. SmitH. Biochemical Journal 
[Biochem. J.] 42, 258-260, 1948. 5 refs. 


The isolation of the monoglucuronides of stilboestrol, 
hexoestrol, and dienoestrol and their chemical and 
oestrogenic properties are described. These substances 
were extracted from urine and their oestrogenic activity 
was assayed by subcutaneous and intravaginal administra- 
tion to spayed rats and by study of vaginal smears. It 
was found that all the glucuronides had only 5 to 10% 
of the oestrogenic activity of the corresponding free 
oestrogen, whether the assays were made by subcutaneous 
or intravaginal methods. From the evidence so far 
available it is not possible to formulate the factors to 
which the lowered potency of the glucuronides is due. 

Doreen Daley 


1815. Effects of Starvation on Sex Hormones in the 
Male 

E. C. Jacoss. Journal of Clinical Endocrinology [J. 
clin. Endocrinol.] 8, 227-232, March, 1948. 13 refs. 


This paper is based on observation of the thousands of 
prisoners in a Japanese prisoner-of-war camp in the 
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Philippines during the time between capture in 1942 and 
liberation in 1945. On the initial rice diet the men lost 
weight rapidly, many died, and vitamin-deficiency 
syndromes were common; during this period the 
prisoners had loss of libido, absence of nocturnal 
emissions, dryness and loss of hair; in some the hair 
tended to assume a feminine distribution. Oiliness of the 
skin disappeared, and men who had previously been 
affected with acne and seborrhoeic dermatitis were free 
from these conditions. With the arrival of a consign- 
ment of Red Cross parcels the general health of the camp 
improved and concurrently the symptoms suggestive of 
androgen suppression disappeared. During this phase, 
300 prisoners (6% of the observed population) were found 
to have gynaecomastia, often bilateral. With further 
starvation the gynaecomastia disappeared and libido was 
again lost. After the men were liberated gynaecomastia 
reappeared, for a period of about 4 months. Since 
liberation many of the prisoners have had _ healthy 
children. The author compares the syndrome observed 
by him to the “ castration syndrome ”’’ which has been 
produced in animals by starvation. The gynaecomastia, 
which developed in some prisoners when the diet became 
adequate, is attributed to excessive oestrogen action on 
the male breast. This, in turn, is explained by the 
inability of the liver soon after starvation to inactivate 
oestrogen. As the impaired liver gradually recovers, the 
gynaecomastia gradually disappears. [This interesting 
paper is based entirely on clinical observation, and the 
hypotheses relating to the origin of the changes observed 
require experimental confirmation. The author is well 
aware of this, and his observations have considerable 
value in themselves. ] D. A, K. Black 


1816. Duality of Human Prostate in Response to 
Estrogen 

C. HuGains and W. O. Wesster. Journal of Urology 
[J. Urol.] 59, 258-266, Feb., 1948. 5 figs., 21 refs. 


The different responses to oestrogen of the posterior 
and anterior lobes of the human prostate afford evidence 
that these two regions are functionally different structures. 
All of the glands of the prostate arise from the urogenital 
sinus but multiplicity of function exists in these glands in 
many species. The human prostate is not a homo- 
geneous structure, but chemical and _ physiological 
methods are required to differentiate the specific parts. 

Walker observed that the secretions or extracts of the 
anterior lobe of the prostate of the rat or guinea-pig clot- 
ted vesicular secretion, but the ventral and dorsal lobes 
were inactive. In mice and rats the anterior part of the 
prostate and the rest of the gland respond differently to 
oestrogens. The epithelium of the acini of the anterior 
lobes is transformed into squamous epithelium, while the 
dorsal and ventral lobes remain unaffected. In dogs the 
posterior or dorsal region alone undergoes squamous- 
cell transformation. If androgens and oestrogens are 
injected into dogs in appropriate amounts, the ventral 
portion forms cylindrical epithelium while the posterior 
region undergoes squamous change. In the rat alkaline 
phosphatase is concentrated in the ventral lobe. The 
lateral and ventral portions of the prostate of dog and 
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man contain more acid phosphatase than does the dorsal 
portion. 

The ventral lobe of the rat contains larger quantities of 
citrate than the dorsal lobe, which in turn contains large 
amounts of fructose. Tandler and Zuckerkandl first 
suggested that benign hypertrophy arose from the peri- 
urethral region and that the posterior lobe was not in- 
volved. Geraghty and Boyd observed that cancer usually 
arose in the posterior lobe. These observations suggest a 
different function for the two portions. 

When a prostatic carcinoma is treated with oestrogens 
the nuclei decrease in size, the nucleoli disappear, and the 
cytoplasm becomes vacuolated; the nuclei then become 
pyknotic and the cells rupture; finally, the acinar spaces 
contain only pyknotic nuclei. Oecestrogens cause little if 
any change in the tissue of hypertrophied prostate, but 
the transitional epithelium of the urethra and ducts shows 
profound stratification with foci of squamous metaplasia. 
The effect on normal prostates was investigated in 3 
patients. The effect of oestrogens in 2 cases of benign 
hypertrophy is also described. In the human prostate 
oestrogen causes a more marked degeneration of the cells 
of the anterior prostate than of the posterior-lobe cells, 
which retain for a long time their cylindrical character. 
In the posterior lobe red granules are present in and 
around the cells and macrophages. In 3 of the present 
cases the red granules were found only in this lobe. The 
granules contain cholesterol and phospholipid (cephalin) 
staining red with eosin (lipo-protein complex?). Nor- 
mally all the prostatic cells secrete cholesterol and 
cephalin, but after oestrogen administration, these are 
present only in the posterior lobe. The retention of the 
cylindrical epithelium in the posterior lobe and its loss in 
the anterior lobe show that the posterior lobe can main- 
tain itself on less androgen than the anterior; the 
posterior lobe has a lower threshold for androgen. The 
degenerative changes in the anterior lobe due to oestrogen 
closely resemble the cell changes in prostatic carcinoma 
caused by administration of oestrogen. This indicates 
that the carcinomatous change lowers the androgen 
threshold of the involved prostatic cells and explains 
why oestrogen causes greater damage to prostatic cancer 
than it does to normal posterior-lobe cells. ; 

J. E. Semple 


1817. A Fluorometric Method for the Clinical Deter- 
mination of Estrone and Estradiol 

J. W. Jawter. Journal of Clinical Endocrinology {J. clin. 
Endocrinol.] 8, 564-579, July, 1948. 2 figs., 26 refs. 


PITUITARY GLAND 


1818. Studies in Serum Electrolytes. XVI. Changes in 
the Serum and Body Fluids in Anorexia Nervosa 

F. W. SUNDERMAN and E. Rose. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.] 8, 209-220, March, 
1948. 1 fig., 13 refs. 


The authors have studied the serum electrolytes in a 
patient whom they consider to be suffering from anorexia 
nervosa. Although the ketosteroid excretion was very 


PITUITARY GLAND 


low-and the insulin tolerance was decreased, they 
ascribe these changes to the effect of prolonged under- 
nutrition on the pituitary rather than to primary Sim- 
monds’s disease. The differentiation does not affect the 
main object of their paper, which is to present data on 
prolonged undernutrition by way of comparison with an 
acute fast of 45 days which they had reported earlier 
(Amer. J. clin. Path., 1947, 17, 169). The serum analyses 
are given in a table: 


Pro- 
Anorexia longed 
Nervosa, Fasting, 
| 45 days 


99-104 mEq. per litre 
Total Base . 


_ Normal 


55-60 vol. per cent. 
143-148 mEq. per litre 
3-4 mEq. per litre 
9-11 mg. per 100 ml. 
1-9-2:0 mEq. per litre 
3-4 mg. per 100 ml. 
6-7 g. per 100 ml. 
3-3-4:3 g. per 100 ml. 
2:2-2°8 g. per 100 ml. 
170-190 mg. per 100 ml. 
90-114 mg. per 100 ml. 
9-17 mg. per 100 ml. 
3-4 mg. per 100 ml. 
1-1-2 mg. per 100 ml. 
80-110 mg. per 100 ml. 


Sow 


Mg: .. 

P (inorg.) 
Protein 


Cholesterol .. 
Ester. Chol. 
Urea Nitrogen 
Uric Acid 
Creatinine 
Glucose 


Aw 


In spite of the low serum chloride, small amounts of 
chloride continued to appear in the urine, and depressed 
adrenal function is thought to be the cause. The rela- 
tively high serum albumin and ester cholesterol are 
ascribed to “‘an unusual degree of hepatic activity ” 
associated with the prolonged fasting; galactose toler- 
ance was normal. The patient’s veins were full, and the 
serum volume high on the basis of her actual, though not 
her “ ideal”’, weight. Cardiac output (ballistocardio- 
graph) was also high. The thiocyanate space, taken to 
represent extracellular fluid, was low in the patient with 
anorexia nervosa, but not in the voluntarily fasting man. 

[This paper contains valuable data, without much 

attempt at synthesis, and should be read in the original 
by those interested in electrolyte studies.] 
D. A. K. Black 


1819. Choline Prevents Fatty Change and Cirrhosis in 
the Livers of Dogs Subjected to Hypophysectomy and 
Thyroidectomy 

C. ENTENMAN, I. L. CHAIKOFF, T. GILLMAN, and F. L. 
REICHERT. Endocrinology [Endocrinology] 42, 215-222, 
March, 1948. 2 figs., 9-refs. 


Five dogs, in which hypophysectomy and _ thyroid- 
ectomy had been carried out, were given a high-protein 
diet containing a daily dose of 2 g. of choline chloride. 
At the end of an observation period of about 2 years, the 
lipid content of the liver and blood was determined. 
Free cholesterol was determined in an acetone solution 
from which the phospholipids had been precipitated. 
The tissues were examined histologically. The choline 


523 


chloride prevented the development of fatty livers and of 
hepatic fibrosis, but did not prevent a rise in blood 
lipids. It is suggested that in such a dog, there develops 
either an interference with the utilization of the lipotropic 
factors present in a meat—sucrose diet supplemented with 
vitamins and minerals or an increased need for these 
substances. The results showed that the effectiveness of 
the lipotropic constituents of a normal diet is partly 
dependent on thyroid activity. J. E. Page 


1820. The Influence of Hypophysectomy, Thyroidectomy, 
and of Both Hypophysectomy and Thyroidectomy Upon 
the Fat Content of the Liver of the Dog 

C. ENTENMAN, I. L. CHAIKOFF, and F. L. REICHERT. 
Endocrinology [Endocrinology] 42, 210-214, March, 1948. 
10 refs. 


Seven dogs subjected to hypophysectomy, 11 to 
thyroidectomy, and 9 to hypophysectomy and thyroid- 
ectomy were maintained on a high-protein diet for 1-5 
to 32 months. The livers were then examined for fat 
and the tissues studied histologically. For periods of up 
to 32 months hypophysectomy alone did not affect the 
fat content of the liver. Dogs in which thyroidectomy 
had been carried out developed fatty livers, 20% of fatty 
acids being found in 2 dogs after 15 months and in 2 others 
after 27 months. In dogs subjected to hypophysectomy 
and thyroidectomy fatty livers were present after 1-5 
months, and the fatty infiltration was much more severe 
than in thyroidectomized dogs. J. E. Page 


1821. Origin of Thirst in Diabetes Insipidus 

J. H. Hotmes and M. I. GREGERSEN. American Journal 
of Medicine [Amer. J. Med.| 4, 503-510, April, 1948. 
1 fig., 39 refs. . 


The studies recorded in this paper were undertaken to 
test the hypothesis that polyuria is the primary disturb- 
ance in diabetes insipidus; this leads to dehydration, 
and thirst ensues. If this be true, diabetes insipidus 
should be accompanied by a decrease in plasma volume, 
extracellular fluid volume, and salivary flow. Pitressin, 
which relieves diabetes insipidus, should reverse these 
changes and cause a corresponding fall in plasma pro- 
tein, sodium, and chloride. Moreover, if fluids are given 
more rapidly than they can be excreted by the kidneys, 
thirst should disappear. The experimental evidence in 
5 cases of diabetes insipidus is presented in detail and 
fully supports this hypothesis. [The authors’ comment 


that ‘‘ these observations are consistent with the ‘ dry 


mouth’ theory of thirst’? is somewhat ingenuous in 
view of the evidence to the contrary afforded by the 
absence of thirst in many cases of advanced xerostomia 
from diverse causes, and the normal fluid intake of 
patients with sialorrhoea, as in chronic encephalitic 
Parkinsonism and bulbar palsies.] Henry Cohen 


1822. The Effect of Inanition on the Anterior Pituitary- 
adrenocortical Inter-relationship in the Guinea Pig 

S. A. D’ANGELO, A. S. Gorpon, and H. A. CHARIPPER. 
Endocrinology [Endocrinology] 42, 399-411, May, 1948. 
1 fig., 42 refs. 


| 

rsal | 
S of | 
irge 
first | 
eri- 

in- 
ally 
St a 

t | 
yme | 
ices | 
if 
but 
OWS 
sia. 
n 3 12-2 

i 2:7 | 
wa | | 3-4 | 
| 62 | 
ells Albumin .. | 50 | 
Ils, Globulin .. 1-2 | 
| 2 198 
ter. 5 184 | 
and 
The . | 
lin) | 6 63 | 
lor- 
and ° 

are 

the 
in 
1in- 

the 
The 
gen 
ma 
ites 
gen 
Lins 
cer 
e 
ter- 

: 
ical 
‘ch, 
na 
xia 
ery 
I 


Dermatology 


1823. The Use of Calcium Ointment in Dermatology 


N. Tostas. Journal of Investigative Dermatology [J. 


invest. Derm.] 10, 229, April, 1948. 


An ointment containing 10% calcium gluconate in a 
water-soluble base, the pH being 5-5, was used on 136 
patients suffering from eczematous dermatitis, “* atopic 
eczema ”’, and localized neurodermatitis; 82 of them had 
failed to improve with previous orthodox treatment. The 
ointment was well tolerated, and resulted in considerable 
improvement in 31 out of 59 patients with contact 
dermatitis, in 39 of 47 with “* atopic eczema ”’, and in 23 
of 50 patients with localized neurodermatitis. Smaller 
numbers of patients showed moderate improvement. 
The base alone was used for one week on 26 patients 
without improvement. — E. Lipman Cohen 


1824. Studies on the Eczematous Sensitization. II. 
The Effect of the Engendering of an Eczematous Sensitiza- 
tion on the Threshold of Reaction to Primary Irritants 

J. B. HAEBERLIN, R. M. OLiver, and A. ROSTENBERG. 
Journal of Investigative Dermatology [J. invest. Derm.] 
10, 27-30, Jan., 1948. 2 refs. 


The authors endeavoured to determine the effect of 
eczematous sensitization on the threshold of irritation to 
primary irritants on the skin. Two groups of 8 cases 
were patch-tested against various dilutions of hydro- 
chloric acid, tincture of green soap, and croton oil. 
One group was then sensitized to dinitrochlorobenzene 
and the patch-tests to primary irritants were repeated. 
There was no evidence in this series (all patients in a 
tuberculosis sanatorium) of alteration of the threshold. 

John T. Ingram 


1825. Lichen -Planus, Atypical. A Report of Ten 
Cases 


A. A. HOLBROOK. AmericanmJournal of Medicine [Amer. 
J. Med.) 4, 525-538, April, 1948. 2 refs. 


Detailed histories are given of 10 unusual cases of 
lichen planus which were seen in the southwest Pacific 
‘area. Climatic and _ constitutional factors appear 
important, and irritation by external physical agents may 
precipitate the disease. Of the 10 patients 9 had taken 
atabrine (mepacrine), suggesting strong evidence that 
sensitivity to the drug was produced. The author 
doubts the all-important role of mepacrine in the aetio- 
logy, because one patient had had no mepacrine (the 
author also knew of another similar case), the majority 
of cases occurred in restricted geographic regions of New 
Guinea, the Philippines, and the Assam—Burma border, 
and there was improvement in some patients in spite of 
continuing mepacrine, while others failed to improve long 
after mepacrine medication was terminated. 

G. A. Hodgson 


1826. Permanent Wave Process. Clinical Report of 
Ammonium Thioglycolate on the Skin 

L. GoLpMAN, L. Mason, and W. McDANIEL. Journal of 
the American Medical Association [J. Amer. med. Ass,]} 
137, 354-357, May 22, 1948. 10 refs. 


The literature on permanent hair-waving by the “ cold ” 
method with ammonium thioglycolate is reviewed. The 
incidence of contact reaction is reported to be 0-1%, but 
hairdressers are more often affected than their clients. 
Tests designed to simulate the actual technique were 
carried out with undiluted and diluted ammonium thio- 
glycolate on the skin and scalp of 149 women. The 
substance was a mild irritant in some cases, but there was 


no correlation with the results of the conventional 48- ° 


hour patch test. Clinical forms of dermatitis are a 
pruritic discrete papulo-pustular or vesicular eruption 
over the back of the scalp, ears, and shoulders, occasion- 
ally a solitary deep burn, and, rarely, an eczematous 
contact dermatitis of the hair line or the scalp. 

Certain recommendations are made for prophylaxis, 
but the only real protection for operators is afforded by 
rubber gloves. G. A. Hodgson 


1827. Studies on the Effect of pH and Solubility on the 
Antifungal Properties of Fatty Acids, Trimethyl Cetyl 
Ammonium Pentachlorphenate and Other Agents 

E. J. Forey and S. W. Lee. Journal of Investigative 
Dermatology [J. invest. Derm.) 10, 249-263, April, 1948. 
30 refs. 


With a heavy inoculum of Trichophyton gypseum on 
plates of Sabouraud’s agar, growth was unaffected by the 
PH in the range pH 5-0 to 8-0. In broth cultures good 
growth with pellicle formation was obtained when the pH 
was buffered at 6-0 and 7-0. When 50% propylene glycol 
was used.as a diluent the maximum antifungal activity 
occurred at pH 5-0 with propionic, heptylic, pelargonic, 
caprylic, capric, and undecylenic acids, and trimethyl 
cetyl ammonium pentachlorphenate (T.C.A.P.), this 
being their ascending order of activity. Only propionic 
acid was more active when dissolved in water. When 
solubility was ensured, fungistatic activity at pH 5-0 was 
directly related to the length of the carbon chain of the 
fatty acid. The same was true at pH 5-6 and 7-0 except 
with pelargonic acid. Acetic, phenylacetic, naphthalene 
acetic, p-aminobenzoic, aminocaproic, chloropropionic, 
bromopropionic, 2,4-dichlorophenoxyacetic acids, and 
sodium 2,4-dichlorophenoxyacetate were more actively 
fungistatic in the acid range. The activity of phenoxy 
ethyl alcohol, urethane, and thiourea was unaffected 
by pH. Alkyl-dimethyl-benzyl-ammonium chloride, a 
cationic wetting agent, was much more active when 
alkaline. The solubility of the agent tested was of much 
importance; this effect of the diluent was shown by the 
diffusion-zone inhibition technique. T.C.A.P. was the 
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most powerful fungistatic agent tested; it appeared also 
to potentiate the activity of undecylenic acid. 
E. Lipman Cohen 


1828. Treatment of Condylomata Acuminata with 
Podophyllotoxin 

M. SULLIVAN,, M. FRIEDMAN, and J. T. HEARIN. 
Southern Medical Journal [Sth. med. J.) 41, 336-337, 
April, 1948. 8 refs. 


Podophyllin is a mixture of podophyllotoxin, podo- 
phylloresin, picropodophyllin, and quercetin. Investi- 
gating the treatment of condylomata acuminata in a 
series of 44 patients, the authors found that podo- 
phyllotoxin alone was effective. The same percentage 
of cures (81-5) was obtained with this preparation as with 
podophyllin. John T. Ingram 


1829. Transmission of Common Warts to the Baboon 
(Papio papio). (Transmission de la verrue commune au 
singe cynocéphale (Papio papio)) 

P. ATANASIU. Annales de I’ Institut Pasteur [Ann. Inst. 
Pasteur] 74, 246-248, March, 1948. 2 figs., 6 refs. 


Attempts to infect laboratory animals—rabbit, mouse, 
monkey—with human warts were unsuccessful, as was 
an effort to infect a man who had previously suffered 
Two baboons were, however, inoculated 
on the skin of the groin and on the glans penis at the 
junction of the skin and mucous membrane. One 
baboon showed no reaction whatsoever; the other after 
24 months’ incubation had a small wart at the site of 
inoculation. This wart grew rapidly, and though at 
first soft and like a human genital wart it later became 
harder and yellower in colour. Histologically the 
appearances are said to have been typical of a wart 
[but the photomicrograph and the photograph of the 
lesion in situ convey nothing]. G. M. Findlay 


1830. Studies in Tropical Ulcer. Part II: The Aetiology 
of Tropical Ulcer 

K. Hare. Journal of Tropical Medicine and Hygiene {J. 
trop. Med. Hyg.) 51, 72-81, April, 1948. 18 refs. 


Tropical ulcer commonly starts as a vesicle on an 
apparently sound area of skin. Details are given of the 
histology of the primary vesicle, of the very early ulcer, 
and of the established ulcer. Fusiform bacilli were found 
in all of these lesions, being very scanty in the vesicles, 
but present in large numbers in the established ulcer. 
The author considers that the fusiform bacillus is the 
causal organism of tropical ulcer, but that trauma is a 
prerequisite, possibly an insect bite, or irritation of the 
skin by an insect. The possible sources of the fusiform 
bacillus are discussed. There is little evidence that infec- 
tion from the mouth is responsible for more than a small 
proportion of cases or that infection is carried by infected 
fomites or dust. Adults and older children of the 
labouring classes are almost exclusively affected; the 
disease occurs in rural areas with a population of 
moderate density, while in the endemic countries it 
appears in seasons of moderate heat and rainfall. The 
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author considers that the evidence favours a crawling 
insect as the vector of the disease. Poverty and mal- 
nutrition are related only in so far as these are found 
among persons whose occupations render them liable to 
infection, and neither malaria nor alcoholism is thought 
to play any part. J. L. Markson 


1831. Sulphathiazole Ointment in the Treatment of 
Impetigo Contagiosa 

R. S: Davipson. Medical Officer [Med. Offr] 79, 
187-188, May 1, 1948. 11 refs. 


Impetigo may be caused by Streptococcus pyogenes 
or Staphylococcus aureus. The former type is more 
common in children, while the latter occurs mainly in 
adults and is characterized by pus or serous exudation 
with a tendency to formation of bullae. Sulphathiazole 
has been used with success in various ways since 1941. 
At the Farnworth school clinic (Lancashire, England) 
10% sulphathiazole in lanoline has been found the best 
preparation, cures being achieved usually in 24 hours. 
It was not necessary to remove firmly-adherent crusts, 
and the duration of the disease did not have to be 
considered. _ Essential precautions were: (1) thorough 
cleansing of the affected area with soap and water (and 
ether if necessary); (2) cutting or shaving of hair; (3) 
liberal applications of the preparation, beyond the mar- 
gins of the sores; (4) firm bandaging or strapping; (5) 
inspection of the affected area after cure, a zinc and. 
starch dusting powder being applied if there was itching. 

T. E. Graham 


1832. Specificity of Streptococci Isolated from Patients 
with Skin Diseases: Studies on Pemphigus, Dermatitis 
Herpetiformis, Lupus Erythematosus and Erythema Multi- 
forme. II. Dermatitis Herpetiformis 

A. L. WextsH. Journal of Investigative - Dermatology [J. 


invest. Derm.] 10, 231-248, April, 1948. 2 figs., 9 refs. 


The theory that dermatitis herpetiformis is due to an 
infective agent has many advocates. This report deals 
with bacteriological studies of the blood, nasopharyngeal 
swabbings, blister fluid, cerebrospinal fluid, prostatic 
secretion, infected teeth, and tonsils from 30 patients 
suffering from dermatitis herpetiformis. From these 
sources 69 pure cultures were isolated of a “ specific” 
streptococcus, of which the morphological, cultural, 
staining, and fermentation characteristics are described. 
No attempts were made to reproduce the disease in 
animals with this organism. The author also claims 
that streptococci isolated from patients with pemphigus, 
disseminated lupus erythematosus, and erythema multi- 
forme exudativum are similar to, but not identical with, 
the dermatitis herpetiformis streptococcus. “If the 
material here is to be accepted as factual, dermatitis 
herpetiformis must be considered a streptococcal disease 
in which the streptococcus is present on the mucous 
membranes and in foci. The vesicles and other lesions 
on the skin must be interpreted as the result of reaction 
in a sensitized individual to the organism itself or to 
products of the growth of the organism in that person.” 

E. W. Prosser Thomas 
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Venereal Diseases 


SYPHILIS 
1833. An Evaluation of the Penicillin Treatment in 
Early Congenital Syphilis 


L. P. Barker. Journal of Pediatrics [J. Pediat.] 32, 
516-521, May, 1948. 4 refs. 


From some available reports and an_ unspecified 
number of personal cases, the author suggests a plan of 
treatment for early syphilis in infants and children. He 
advises 50,000 units of sodium penicillin per Ib. (0-45 kg.) 
body weight at 3-hourly intervals over a period of 15 days 
and totalling 120 doses. In debilitated infants the initial 
dosage on the first day should be reduced by about one- 
half. A second course with double dosage is advised in 
cases in which there is clinical or serological relapse or in 
which the serological titre shows no reduction 6 months 
after treatment. After the first course the author expects 
patients to be serum-negative in from 3 months to 1 

‘year (average period 7 to 8 months). Spinal fluid 

changes are present in 50 to 75% of young infants, but 
there is a tendency to spontaneous reversal without 
treatment. The majority of abnormal spinal fluids 
should respond to penicillin within 6 to 18 months. 
Reactions to penicillin treatment are usually mild, com- 
prising initial fever, but in some cases there is gastro- 
intestinal disturbance. Such reactions seldom call for 
cessation of treatment, but skilled paediatric care of 
syphilitic infants during and after treatment is most 
important. 

The author emphasizes the fluid state of our knowledge 
of penicillin therapy in syphilitic infants and children. 
[It is considered that the dosage indicated should be 
considerably greater, especially if the penicillin is not 
supported by heavy metal chemotherapy.] 

S. M. Laird 


1834. Kahn Reactions with Cardiolipin Antigen Com- 
pared with Kahn Antigen. II. With a Note on a Micro- 
flocculation Procedure with Cardiolipin Antigen 

R. L. KAHN and E. B. McDermott. American Journal 
of Clinical Pathology [Amer. J. clin. Path.] 18, 364-374, 
May, 1948. 4 refs. 


Cardiolipin antigen was compared with standard Kahn 
antigen in testing a number of sera: the former consisted 
of purified lecithin 1%, cardiolipin 0-1%, and cholesterol 
0-025%. The titres of the two antigens compared were 1 
plus 0-9 for cardiolipin, and 1 plus 1-3 for standard Kahn 
antigen. Of 1,910 routine examinations there was 
absolute agreement in 98-2%, relative agreement in 0-3%, 
and disagreement in 1-5%. When standard Kahn reac- 
tions were compared with microflocculation reactions in 
1,740 sera, standard cardiolipin antigen being used, 
the figures were: agreement 98-1%, relative agreement 
0:3% and disagreement 1-6%. When the Kahn standard 


test was compared with the New York cardiolipin floccy- 
lation and complement-fixation tests in just over 200 
syphilitic and 130 non-syphilitic sera, all three were 
found to be 100% specific, but the sensitivity percentages 
were: Kahn standard, 81:6; New York cardiolipin 
flocculation, 75; and New York cardiolipin comple- 
ment-fixation test, 73:3. In various evaluation studies 
over the past 10 years, the Kahn standard test has always 
been found 100% specific, which does not mean that it 
never gives a false positive reaction, but that it is less 
likely to do so than other tests which were not found to be 
100% specific. 

Details are given of the special technique with cardio- 
lipin antigen in the standard Kahn test; most of these are 
the same as for the ordinary Kahn test, but after the tubes 
are shaken the salt solution, added before reading, should 
be 1-2% instead of 0-9°%. Details are also given for the 
Kahn microflocculation test with cardiolipin antigen. 
It appears that tests with cardiolipin are rather less 
sensitive than with ordinary Kahn antigen, but perhaps 
slightly more specific, and it is recommended that for the 
present the two tests should be used in parallel. 

T. E. Osmond 
1835. The Serologic Response in Penicillin-treated 
Symptomatic Neurosyphilis 
J. P. Scutty, M. S. FALK, and J. H. Stokes. American 
Journal of Syphilis, Gonorrhea, and Venereal Diseases 
[Amer. J. Syph.] 32, 224-232, May, 1948. 1 fig., 12 refs. 


Before penicillin therapy serum-resistance was common 
in all forms of late syphilis, irrespective of the nature and 
amount of treatment given. Such serum-resistance was 
felt to be of little prognostic significance and caused no 
anxiety if the clinical condition remained satisfactory. 
The follow-up here reported of 213 cases of late sympto- 
matic neurosyphilis treated with penicillin indicates that 
this antibiotic has not altered the position as regards 
serum-resistance. The patients were observed for from 
6 to more than 24 months after penicillin treatment and 
less than 10% became serum-negative. Repeated courses 
of penicillin were no more effective than one course 
in reducing the titre. Small fluctuations in serological 
titre can be expected and the result of a single test must 
accordingly be interpreted with this fact in mind. 

S. M. Laird 


1836. The V.D.R.L. Slide Test. A Comparison with 
the Mazzini, Kahn, and Kolmer Tests for Syphilis 

D. WipeLock. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 18, 218-223, March, 1948. 15 refs. 


In the Venereal Disease Research Laboratory 
(V.D.R.L.) test for syphilis a cardiolipin—lecithin- 
cholesterol antigen is used in a slide test. This test was 
run in parallel with the Mazzini and Kahn flocculation 
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tests and the Kolmer complement-fixation test on 52,372 
specimens. The Mazzini test gave 16-2% of positive 
reactions, the V.D.R.L. 13-6%, the Kolmer 10-4%, and 
the Kahn 9-3%; of 8,425 sera negative to the Mazzini 
test only 74 (0-8%) were positive with the V.D.R.L. 
and Kolmer tests. A comparison of the Mazzini and 
V.D.R.L. tests showed that the latter gave fewer doubtful 
reactions than did the former. Of 7,409 Mazzini 
“reactors” 60% gave positive reactions with all the 
other three tests; the remainder were negative to one or 
other of the three tests, the percentages being: Kahn 
33-9, Kolmer 26-4, and V.D.R.L. 3-5. It is evident that 
the V.D.R.L. test approaches the Mazzini (which is 
essentially a screen test) in sensitivity, and is far ahead of 
the Kolmer and Kahn tests. [Nothing is said about its 
specificity, which was not the object of the above 
investigation. } T. E. Osmond 


1837. Syphilitic Relapse vs. Reinfection 

I. L. SCHAMBERG and H. P. SteriGer. Journal of Venereal 
Disease Information [J. vener. Dis. Inform.] 29, 92-103, 
April, 1948. 6 figs., 16 refs. 


In differentiating in syphilis a particular reinfection 
from relapse the following points have to be considered. 
(1) The serological course. A clinical relapse is likely 
to be preceded by a serological relapse though a reinfec- 
tion may be seen in the serum-negative stage. (2) 
Response to re-treatment. A reinfection will respond 
satisfactorily to the same treatment as that given in the 
first attack, but in a relapse a repetition of the same 
treatment will probably result in failure again. (3) 
Epidemiological evidence. Contact with a person with 
infectious lesions favours reinfection. (4) Adequacy of 
treatment. Relapse is more likely if treatment of the 
preceding episode was inadequate. (5) New lesions. 
The appearance of new lesions at a time consistent with 
the incubation period of the disease when a risk of 
exposure is admitted favours reinfection. 

The problem of “ ping-pong’ syphilis—that is, 
repeated reinfection from a relapse in a husband or 
wife—is discussed. Measures to combat this include 
better education of the patient in an effort to minimize 
post-treatment exposures, the simultaneous treatment 
of both infected partners with penicillin, and, lastly, 
‘* quarantine of the patient in hospital ”’ until the husband 
(or wife) has passed through the incubation period. The 
authors state that this last measure does not seem 
feasible [the abstracter agrees with them]. 

R. R. Willcox 
4 


1838. Serum Proteins 
Study 

E. P. BeNpitrt and S. A. WALKER. American Journal of 
Medicine [Amer. J. Med.] 4, 663-670, May, 1948. 1 fig., 
19 refs. 


in Syphilis. Electrophoretic 


This study was undertaken to re-examine the electro- 
phoretic pattern changes in syphilis, and to investigate 
the value of such changes as a guide to diagnosis and 
the effects of treatment. Sera were obtained from: 
(1) patients in whom syphilis had been diagnosed on 


evidence other than serological; (2) patients in all stages 
of the disease; and (3) both treated and untreated 
patients. Control sera from healthy persons who had 
not had recent acute infections were also obtained. 
Four ml. of serum was dialysed against 2 litres of buffer 
for a minimum of 48 hours at 4°C. The buffer was 
composed of 0-1 mol. of sodium diethylbarbiturate, and 
0-02 mol. of diethylbarbituric acid per litre of solution. 
At the end of dialysis the serum was diluted to 12 ml. by 
addition of buffer. Electrophoresis was carried out in 
a double-section Tiselius cell. 

Determinations were made on 12 normal human sera, 
5 from males and 7 from females. It was found that the 
concentrations of «-1 and 8-globulins were slightly lower 
in the females. In untreated syphilis the most striking 
change was the fall in albumin. This was apparent in 
the primary stage, and persisted through the secondary 
and tertiary stages. The «-1 globulin level deviated 
from the normal only in secondary syphilis, in which it 
was elevated. The «-2 globulin was increased in both 
secondary and tertiary untreated cases. {-globulin was 
not significantly altered in any stage of the untreated 
disease. In all stages of untreated syphilis the y-globulin 
was significantly elevated. , Total protein concentration 
did not vary significantly from the normal at any stage 
of the disease. Treated cases of secondary and tertiary 
syphilis showed only insignificant changes from the 
normal in their electrophoretic serum components. 

Two patients with primary syphilis in the untreated 
group gave negative serological reactions. One of them 
had a normal electrophoretic pattern, the other showed 
marked changes of the characteristic type. The latter 
patient also had a chancroid, which may have influenced 
the pattern. In treated patients with positive serological 
reactions there was generally no significant deviation 
from the normal. Three sera from cases of congenital 
syphilis were studied. Two of these were from treated 
patients and 1 from an untreated patient. There was 
no deviation from the normal. Sera were obtained from 
3 persons who gave positive serological reactions at the 
time the sera for electrophoresis were collected. These 
were all declared non-syphilitic on clinical evidence after 
a follow-up of 1 year; in each case the Wassermann 
reaction eventually reverted to negative spontaneously. 
The patterns deviated from the normal mainly in that 
there were low albumin values. R. B. Lucas 


OTHER VENEREAL DISEASES 


1839. Some Aspects of Gonorrhoea in the Female— 
With Special Reference to Infection of the Rectum 

C.S. Nicot. British Journal of Venereal Diseases (Brit. 
J. vener. Dis.] 24, 26-39, March, 1948. 6 figs., 13 refs. 


Various groups of female hospital patients with 
gonorrhoea, 460 in all, are analysed as regards contact 
tracing, diagnosis, and treatment. Details are given of 
229 women with acute gonorrhoea, 66 patients in whom 
the only finding was a positive gonococcal complement- 
fixation reaction, 35 patients with negative reactions who 
were known consorts of males infected with gonorrhoea, 
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and 130 patients with a trichomonas infection and 
negative reactions for gonorrhoea. 

There were no significant symptoms in 106 of the 229 
patients with acute gonorrhoea; 159 were married, 70 
were single, and 159 were under 30 years of age. Of 
140 who attended on the advice of their male consorts 
(who had developed acute gonorrhoea), 76 had no symp- 
toms and only 45 complained of vaginal discharge. A 
positive diagnosis was made in 19-1% of the cases by 
repeating smear and culture tests which had originally 
given negative results. In most of the 66 patients with a 
positive complement-fixation reaction analysis revealed a 
history of treated gonorrhoea (16), or complications 
associated with the disease (5), or penicillin treatment for 
concomitant syphilis (24), or an inadequate number of 
tests (11). Rectal tests for gonorrhoea were made in 74 
consecutive patients; 26 were positive and 18 of these 
patients had no symptoms of proctitis. Rectal testing 
should therefore be included in the tests of cure as well as 
for diagnosis. T. Anwyl- Davies 


1840. Single Injection Treatment of Gonorrhea with . 


Potassium Penicillin Suspension in Oil-containing Epi- 
nephrine . 

A. CoHN and B. A. KORNBLITH. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 215, 506-508, 
May, 1948. 10 refs. 


A trial is described in which acute gonorrhoea in adult 
‘males was treated with single intramuscular or sub- 
cutaneous injections of a penicillin-in-oil mixture con- 
taining 300,000 units of crystalline potassium penicillin 
and usually 0-3 mg. of epinephrine (adrenaline) 
per ml. of vegetable oil. The aim of follow-up was 
modest—namely, to obtain three negative post-treatment 
prostatic cultures during a 3-week period, but, in fact, 
only 154 patients were observed for over 2 or more weeks. 

Some 300 patients were treated. Single injections were 
given of 0-25, 0-5, 1, and 2 ml. of the penicillin-in-oil 
mixture and the adrenaline content was also varied so 
that the total dose was between 0-6 and 2 mg. A total 
of 99 patients received 150,000 units of penicillin and 
0-15 mg. of adrenaline in 0-5 ml. of oil and were followed 
up for 2 to 3 weeks; there were only 3 failures, and all 
3 responded to further treatment. Seven out of 9 were 
apparently cured with the 0-25-ml. injection containing 
75,000 units and 0-075 to 2 mg. of adrenaline, but 
it is concluded that this dosage of penicillin is insufficient. 
All the 46 patients who received 1 to 2 ml. of the mixture 
containing from 200,000 to 600,000 units of penicillin 
with 0-1 to 2 mg. of adrenaline were apparently cured. 
There were 9 reinfections; 5 of these 9 patients were not 
delinquent and responded to further treatment. 

Local pain lasting up to 5 minutes was sometimes 
noted, though it was apparently less when the injections 
were administered subcutaneously. Blood pressure 
was estimated repeatedly in 15 patients; in 8 there was 
no change, in 6 there was a fall, and in only 1 was there 
a rise, after treatment, of 14 mm. of mercury. There 
was no increase in the pulse rate. An exacerbation of 
pre-existing dermatophytosis was observed in 2 patients. 
No blood levels of penicillin are recorded, but a reference 
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to unpublished data of other workers suggests that with 
this material the prolongation does not exceed 12 hours 
aftér injections. 

[Trials with penicillin-adrenaline mixtures in Britain 
have not been so successful. The injections have proved 
more painful than penicillin—oil-beeswax mixtures and 
the prolongation of the blood levels and the clinical 
results have been less striking.] R. R. Willcox 


1841. Alleged Penicillin-resistant Gonorrhea 

R. P. HuGHes and C. M. CARPENTER. American 
Journal of Syphilis, Gonorrhea, and Venereal Diseases 
[Amer. J. Syph.] 32, 265-271, May, 1948. 14 refs. 


On account of suspected penicillin-resistant gonor- 
rhoea 216 men were evacuated from the Far East Com- 
mand. A thorough clinical examination, including 
smears and cultures, was carried out in all cases. By the 
time the patients reached the base hospital 86 men were 
asymptomatic, 93 were suffering from non-gonococcal 
urethritis, 18 had other forms of disease of the urinary 
tract; only 19 were shown to harbour gonococci. All 
of the last group responded satisfactorily to a single 
injection of 300,000 units of penicillin in oil and beeswax. 
It is concluded that penicillin-resistant gonorrhoea is 
not encountered at the present time and that suspected 
cases are in reality cases of non-gonococcal urethritis 
which have been misdiagnosed, often on account of 
over-staining by Gram’s method. Staphylococci were 
isolated in 24% of these cases; these organisms are the 
most likely to cause confusion if incorrect staining 
techniques are employed. R. R. Willcox 


1842. Penicillin Therapy in Chancroidal Bubo 
K. D. Lanirt. Indian. Medical Gazette [Indian med. 
12 refs. 


In spite of the fact that human volunteers have been 
successfully inoculated with Haemophilus ducreyi while 
under treatment for syphilis with large doses of penicillin, 
and though other workers have observed no improvement 
in chancroidal ulcers treated with penicillin, the author is 
a strong advocate of treatment of chancroidal buboes with 
3-hourly intramuscular injections of penicillin up to a 
total of 500,000 units, as well as 3-hourly injections of 
20,000 units into the bubo. He has observed 22 patients 
all of whom were said to be cured within 90 hours. A 
further 16 patients were given 6 to 12 g. of sulphadiazine 
in addition to the penicillin, and all were cured in from 
24 to 50 hours. Diagnosis was based on a positive 
reaction in Ito-Riensteirna skin tests and negative sero- 
logical and dark-field findings. The author concludes 
that penicillin and sulphonamide therapy should be given 
in every case of bubo, but he admits that there should be 
serological examinations for a period of 2 years to rule 
out a masked concurrent syphilitic infection. 

[It would seem not unlikely that many of the buboes 
were, in fact, caused by penicillin-sensitive pyogenic 
organisms. In view of the excellent results which follow 
sulphonamide therapy with repeated aspiration, the 
practice of treating chancroidal buboes with penicillin 
would seem to be inexcusable.] G. L. M. McElligott 
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1843. The Effect of Pressure in the Renal Pelvis on 
Raising Blood Pressure. [In English] 

F. Renyi-VAMos, F. BALOGH, and Z. SZENDROI. Acta 
Urologica [Acta urol., Budapest] 2, 50-57, 1948. 3 figs., 
3 refs. 


Pressure in the renal pelvis of large rabbits was raised 
by the pumping of a 3% solution of potassium perman- 
ganate into the ureter, about 1 in. (2:5 cm.) below the 
pelvis. In 41 experiments carried out on 19 animals a 


-rise in blood pressure was obtained on 18 occasions. 


These results were achieved when the pressure applied 
exceeded 20 mm. Hg and the kidney was healthy and 
functioning normally. Although these conditions were 
fulfilled in 8 other experiments in the series, no rise in 
blood pressure occurred. These special conditions will 
be the subject of further investigations. 

The majority of animals were tested several times, and 
in most cases the authors were successful in raising the 
blood pressure more than once. This, however, was never 
achieved in animals in which unilateral nephrectomy had 
been performed; they died shortly after the experiment 
from uraemia and infection. The kidneys, removed at 
varying intervals after the experiments, were always 
enlarged, with the capsule under tension; the organs 
appeared livid and plethoric, the cortex was enlarged, 
and the border between cortex and medulla blurred. 
Often there were abscesses in the tubules and wedge- 
shaped necroses within the cortical zone. In animals 
with both kidneys intact the blood pressure rose after an 
initial phase of reaction within 90 to 180 minutes to its 
maximum and fell to normal 30 to 60 minutes after the 
pressure on the renal pelvis was released. In the animals 
with one kidney the blood pressure began to rise only 
after 4 to 6 hours; the majority did not react at all. 

L. H. Worth 


1844. Peritoneal Irrigation in Uremia. Report of Three 
Cases. [In English] 

B. FRETHEIM and O. SELVAAG. Acta Chirurgica Scandi- 
navica [Acta chir. scand.] 96, 461-473, April 30, 1948. 
5 figs., 12 refs. 


The authors, working at Drammen Hospital in 
Norway, have treated 3 cases of uraemia by peritoneal 
irrigation. The first patient, suffering from corrosive 
sublimate poisoning, had been anuric for 8 days when 
irrigation by the method of Fine et al. (Ann. Surg., 1946, 
124, 857) was begun. Normal saline containing 1% 
glucose and 10,000 units of penicillin per litre was used at 
the rate of 1 litre per hour. Fluid was aspirated through 
a separate outlet tube every 15 minutes. In 84 hours, 
when symptoms of “* subileus ’’ appeared, 100 g. of urea 
was removed in 56 litres, while blood non-protein 
nitrogen fell from 330 to 140 mg.%; the patient survived. 
In the second case a considerable fall in blood urea was 


obtained before death. In the third case, one of chronic 
nephritis, only one opening for inflow and outflow was 
made. With 0-6% sodium chloride and potassium, 
calcium, magnesium, glucose, penicillin, sodium bicar- 
bonate, and acid phosphate at the rate of 36 litres in 
24 hours, 214 g. of urea was removed, when signs of 
peritoneal irritation appeared. The blood urea fell from 
480 to 133 mg. per 100 ml. Analyses show that while 
the blood urea, phosphorus, xanthoprotein, and serum- 
protein values fell, calcium, chlorides, and alkali reserve 
tended to rise. 

The authors conclude that peritoneal irrigation is 
effective in the treatment of uraemia, that one opening is 
as good as two, that fractional emptying prevents plug- 
ging of the outlet, and that it is necessary to administer 
large amounts of protein to counteract its loss into the 
irrigating fluid. The hypoproteinaemia thus caused is 
said to be responsible for oedema, to antagonize dialysis, 
and to favour the condition of “* subileus ”’. 

[It would seem curious that a therapeutic regimen 
should include both the artificial removal of urea and the 
administration of excessive protein. Hypoproteinaemia 
should increase dialysis, not retard it, as suggested. 
From the figures for serum proteins shown, no values for 
albumin being given, it is unlikely that the oedema was 
due to hypoproteinaemia. The condition of “* subileus ” 
is obscure, the effect of hypoproteinaemia on it even 
more so.] G. Loewi 


1845. Treatment of Persistent Colon Bacillus Infections 
of the Urinary Tract by Sulfasuxidine and Streptomycin 

E. Crow.ey and V. J. O’Conor. Surgery, Gynecology 
and Obstetrics [Surg. Gynec. Obstet.] 86, 224-229, 
Feb., 1948. 7 refs. 


The authors first stress the need for a thorough 
urological investigation of every patient with urinary 
infection to enable any obstructive uropathy to be 
detected and treated; after this, most coliform infections 
can be treated successfully with mandelic acid or sul- 
phonamides. There is, however, a group of patients 
resistant to the usual methods of treatment, in whom 
reinfection with colon bacilli appears to take place from 
the bowel. In this class of patient some success was ob- 
tained by prolonged administration of “* sulphasuxidine ” 
in order to lessen the transfer of coliform bacilli from the 
bowel. When streptomycin up to a total dosage of 
5 g. was given in conjunction with sulphasuxidine there 
was a favourable result in 85% of patients. That 
this result was not due to streptomycin alone is shown by 
the failure of treatment in those patients who could not 
tolerate prolonged ingestion of sulphasuxidine. 

The authors conclude that there is “an unusual 
efficacy ’’ in the combined administration of sulphasuxi- 
dine and streptomycin in otherwise resistant bacillary 
infections of the urinary tract. T. W. Mimpriss 
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1846. The Effect of Histamine Treatment in Diseases of 
the Skeletal System 

O. C. KesTLer. Medical Record [Med. Rec., N.Y.) 161, 
211-216, April, 1948. 11 refs. 


The author recalls the pioneer work of Deutsch on the 
use of histamine and on ionization as the method of 
choice in applying it to the human body. Here it acts by 
eliminating muscle spasm and by causing vasodilata- 
tion. Indications for its use are found in conditions 
where muscle spasm, both primary and secondary, “ plays 
a dominant role”. The exact method of action of the 
drug is not known; its effects are due either to its own 
inherent properties or to stimulation of antihistamine 
action within the body. It certainly does cause profound 
local and general vasodilatation. The effects of hist- 
amine are: local anaesthesia, prolonged vasodilatation, 
removal of acid metabolites, stimulation of tired muscles, 
and the assuagement of “ histamine hunger”. Hist- 
amine does not remain unchanged in the tissues for long, 
and prolonged application of ionization is therefore 
necessary. Before administration the patient’s individual 
tolerance and the anatomical and physical properties of 
the area to be treated must be considered. Routine 
methods cannot be applied. The author emphasizes 
the need for prolonged application to maintain a steady 
concentration; he advocates a current intensity which is 
just perceptible to the patient, and suggests that the 
action can be enhanced by a preliminary intravenous 
infusion of histamine and ascorbic acid. 

Cases of fibrositis and osteo-arthritis of the neck 
responded well, as did calcifying bursitis and periarthritis 
of the shoulder, but adhesive capsulitis did not respond— 
nor could it be expected to do so. Results were good in 
epiphysitis of the thoracic vertebrae and in osteo-arthritis 
of the knee which was not accompanied by synovitis; 
synovitis is a contraindication to histamine therapy. In 
uncomplicated osteo-arthritis the author had encouraging 
results with intra-articular injection of histamine. In 
lumbar osteo-arthritis histamine was a valuable adjunct to 
short-wave diathermy. Certain carefully chosen cases 
of foot spasm and rigid flat-foot responded well, and in 
cases of herniated intervertebral disk where operation 
was refused or was contraindicated the author found 
histamine ionization “ superior to other. forms of physio- 
therapy”. In muscle re-education after prolonged im- 
mobilization, as in chronic low back sprain, hist- 
amine ionization shortened the time required for 
rehabilitation. 

The author discusses briefly the use of intravenous drip 
infusion of histamine; this proved most efficacious in 
osteo-arthritis and “* mixed polyarthritis”. While it was 
not always so effective in the treatment of rheumatoid 
arthritis, it should, he considers, be tried in the rehabilita- 
tion of patients suffering from this condition. 

W. Tegner 


1847. Study of the Collodion Reaction in Rheumatism, 
(Etude de la réaction du collodion dans les affections 
rhumatismales) 

F. Coste, F. DELBARRE, and C. LEvy-MARCHAL. Bulle. 
tins et Mémoires de la Société Médicale des Hépitaux de 
Paris [Bull. Soc. méd. Hép. Paris] 64, 521-524, May 7-14, 
1948. 


The authors report an attempt to confirm the observa- 
tion of Wallis that certain sera in rheumatoid arthritis 
have the power of flocculating a colloidal suspension of 
collodion. Exact details are given of the preparation of 
the collodion suspension and of the technique of the 
reaction. No correlation was found between collodion 
flocculation and streptococcal agglutination. It is not 
a specific reaction for any disease or disease group, and 
is of no diagnostic value. The reaction may be positive 
in a great variety of disease processes. 

: Kenneth Stone 


1848. Chronic Progressive Polyarthritis and Strepto- 
coccal Agglutination. (Polyarthrites chroniques évolu- 
ants et agglutination streptococcique) 

F. Coste, F. DELBARRE, and F. LAURENT. Bulletins et 
Mémoires de la Société Médicale des Hépitaux de Paris 
[Bull. Soc. méd. Hép. Paris} 64, 513-521, May 7-14, 
1948. 


The finding of agglutinins to Streptococcus 
haemolyticus A and of precipitins for streptococcal 
extracts in the serum of patients with rheumatoid arthritis 
has been widely confirmed. It is also confirmed that the 
percentage of cases showing agglutination is higher than 
in known streptococcal infections and other “* rheumatic” 
conditions. It has been reported that these agglutinins 
are particularly thermolabile, and from this observation 
it has been suggested that they belong to the group of 
** natural ’’ agglutinins which may exist in an animal not 
infected by the corresponding organism. It has been 
further reported that sera from patients with rheumatoid 
arthritis have the power of flocculating a colloidal 
suspension of collodion, whereas sera from scarlatina 
convalescents and antistreptococcal sera from rabbits do 
not possess this property. It has been suggested that 
the streptococcus-agglutinating property merely denotes 
antecedent streptococcal infection, and that a large 
proportion of rheumatoid arthritis sera give a positive 
reaction simply because the action of the agglutinin is 
amplified by the collodion-agglutinating factor. 

The authors record the results of streptococcal 
agglutination tests in a series of cases. They find less 
difference than that so far recorded in the percentage of 
positive reactions between the several forms of arthritis 
and other disorders which they studied. Thus in rheu- 
matoid arthritis 47°4% were positive to a titre of 1 in 160 
or more; in spondylitis 33%; in indeterminate poly- 
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arthritis 31-7%; and in a miscellaneous group of dis- 
orders 12°6%. They did not find any difference in 
thermolability between agglutinins in rheumatoid arthritis 
and in streptococcal infection. Kenneth Stone 


1849. A Vascular Approach to the Treatment of Rheu- 
matoid Arthritis: A Preliminary Report 

R. J. Boucek and E. W. LowMAN. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 215, 198-208, 
Feb., 1948. 21 refs. 


The authors, working in a U.S. Naval Hospital, have 
treated a series of 27 patients with chronic arthritis on 
the assumption that disorders of vascular tone play a 
significant part in the disease process and that procedures 
calculated to cause peripheral vasodilatation are likely 
to be of benefit. All the patients were in a chronic stage 
of the disease and 22 of them were clear-cut cases of 
rheumatoid arthritis. 3 

“Spinal pumping according to the technique of 


Speransky, was carried out in 11 patients. No beneficial 


results were obtained in one case of Marie—Striimpell 
arthritis or in one case of psoriatic arthritis; but in all 
9 cases of rheumatoid arthritis there was subjective 
improvement, particularly in “ fibrositic’’ symptoms, 
and objective increase in skin temperature (stated to be 
quite definite, but not measured), though there was no 
consistent change in sedimentation rates. The degree of 
subjective improvement was variable, and diminution of 
joint pain was not constant. The only ill-effect noted 
was transient headache. Three patients with rheumatoid 
arthritis were treated with recurrent pyrexia, induced by 
a combination of intravenous typhoid vaccine and auto- 
haemotherapy, twice weekly for 3 weeks. There was 
relief of joint pain and swelling in all, but no improve- 
ment in “ fibrositic’’ symptoms or in sedimentation 
rates. A combination of “ spinal pumping ”’ and typhoid 
vaccine-autohaemotherapy was the treatment in 17 cases. 
Of these, 14 were cases of rheumatoid arthritis, 4 of the 
patients having been treated earlier by “* spinal pumping ” 
alone; 2 were cases of probable but atypical rheumatoid 
arthritis; 1 was a case of Marie—Striimpell arthritis. 
Both the patients with probable rheumatoid arthritis 
improved markedly; of the 14 patients with rheumatoid 
arthritis, all except one were improved, but the degree of 
improvement was variable, no consistent effect was 
produced on the sedimentation rate, and 2 patients 
subsequently developed acute symptoms in other joints. 

As a result of their experience, the authors now use a 
combination of “ spinal pumping ” and typhoid vaccine- 
autohaemotherapy as a routine; this is supplemented 
by nicotinic acid orally twice daily in doses sufficient to 
induce peripheral flushing, by physiotherapy, and by 
high-protein diets with intravenous plasma or protein 
hydrolysate in the more debilitated patients. They have 
had uniformly disappointing results with gold and 
“ prostigmine (neostigmine). 

[This paper illustrates the difficulty of assessing the 
results of any particular treatment in a disease so variable 
in its course as rheumatoid arthritis, particularly when 
more than one type of treatment is being given simul- 
taneously. All the patients were receiving physiotherapy 


throughout their stay in hospital. The authors, who 
were seeing the patients daily, were clearly in no doubt 
as to the temporary subjective improvement produced 
by “‘ spinal pumping ”’ and induced pyrexia, but there is 
little objective evidence in the paper to convince thé 
sceptical reader that comparable long-term results might 
not have been obtained with physiotherapy alone.] 
A. R. Kelsall 


1850. Intramuscular Copper Therapy in Chronic Inflam- 
matory Rheumatism. (La cuprothérapie intra-muscu- 
laire dans les rhumatismes chroniques inflammatoires) 

J. Forestier, F. JACQUELINE, and S. LeNorr. Presse 
Médicale (Pr. méd.| 56, 351-352, May 15, 1948. 4 refs. 


The authors have treated 55 patients suffering from 
chronic inflammatory rheumatism with intramuscular 
injections of cupro-oxyquinoline sulphonate of methyl- 
amine; 30 have been observed for about 2 years and 25 
for one year. A 10% aqueous solution is used in am- 
poules of 5 ml. Each ampoule contains 32 mg. metallic 
copper. The first course consists of one ampoule twice 
or three times a week for 6 weeks, according to the 
severity of the case treated. A second course is admini- 
stered after an interval of 4 weeks and subsequent 
courses after intervals of 6 to 8 weeks. At each injection 
2 ml. of 2% procaine is given in the same syringe. The 
compound is fixed by the liver, spleen, and kidneys, but 
its fixation in synovial membrane and in the epiphyses has 
not yet been determined. It is excreted mainly by the 
intestine and also by the kidneys, and 15 days after the 
cessation of treatment traces are still found in the faeces. 

Of 19 patients who were intolerant of or resistant to gold 
12 improved, and 2 who failed to respond to several | 
courses of copper subsequently tolerated and improved 
on injections of gold. Both joint and skin lesions im- 
proved in a patient also suffering from psoriasis. Four 
patients with chronic progressive polyarthritis of less than 
a year’s duration have benefited, as also have 10 out of 
13 patients who had had the disease for more than a year. 

The authors now tend to use copper salts in cases of 
chronic progressive polyarthritis of less than one year’s 
duration, cupro-allylthiourea if intravenous injection is 
possible (Pr. méd., 1946, 54, 884; see Abstracts of World 
Medicine, 1947, 2, 82; Rev. Rhum., 1947, 14, 271; see 
Abstracts of World Medicine, 1948, 3, 424) and cupro- 
oxyquinoline sulphonate of methylamine if the veins are 
poor. Inmore chronic cases gold should at first be given. 

Three out of 4 cases of chronic hydrarthrosis and 3 of 
chronic polyarticular gout improved after injections of 
copper. Two out of 3 cases of spondylarthritis also 
benefited; nevertheless, copper is not recommended for 
this condition. From the figures available the efficacy of 
copper in arthritis of infective origin cannot be assessed. 

Improvement does not take place as rapidly as after 
gold therapy, and often only appears towards the end of 
the second or third course; the fall in the sedimentation 
rate is observed after clinical improvement is evident. 
No serious complications occurred in the 55 patients; 
there were slight focal reactions in 2, and 3 developed skin 
reactions which might have been coincidental; in some _ 
cases transient indigestion was noted. 
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The other forms of treatment of chronic progressive 
polyarthritis such as physiotherapy and orthopaedic 
measures should be associated with the copper injections. 

The authors conclude that the use of copper should be 
further investigated, and that gold and copper may prove 
to be complementary forms of treatment to be used 
alternately in the same patient. T. G. Reah 


1851. Low Grade Fever Therapy as an Adjuvant in the 
Treatment of Certain Types of Arthritis 

G. E. Drewyer. Archives of Physical Medicine [Arch. 
phys. Med.] 29, 284-291, May, 1948. 20 refs. 


The patients in this study received fever therapy, the 
general body temperature being raised to 101° F. 
(38-3°C.) by means of a hypertherm cabinet. The 
sessions were usually given on alternate days. After 
the general body temperature had been raised the patients 
were wrapped in a sheet and wool blanket and allowed to 
cool gradually until the body temperature had returned 
to normal. All the patients were given other forms of 
physiotherapy on the days on which they did not receive 
fever therapy. Most arthritic patients show other 
clinical manifestations of their disease—secondary 
anaemia, fatigue, loss of weight, anorexia, increased 
irritability, insomnia, and “* the poor mental attitude of 
the chronically ill patient ’°—and suitable treatment for 
these was instituted. A group of selected cases of 
rheumatoid arthritis and of rheumatoid arthritis and 
spondylitis received gold in the form of gold sodium 
thiomalate—5 mg. twice weekly intramuscularly on 
the same day as, but before, the patient received fever 
therapy. 

The patients investigated numbered 103, of whom 59 
had rheumatoid arthritis, 29 had rheumatoid spondylitis, 
7 had a combination of rheumatoid spondylitis and 
rheumatoid arthritis, and 8 had gonorrhoeal arthritis. 
A “ remission ” was claimed when the patient experienced 
relief of pain and stiffness and the degree of fatigue was 
less. The objective evidence consisted of some decrease 
in swelling, some increase in joint movement, and an 
improved mental attitude, with gain in weight and a 
lowered sedimentation rate. The classification “* im- 
proved ” implied less satisfactory progress. The other 
patients were classified as unimproved. Twenty-five 
patients with rheumatoid arthritis and 4 with a combina- 
tion of rheumatoid arthritis and rheumatoid spondylitis 
received gold therapy. No reactions to gold salts were 
observed. It is considered that the fever therapy in 
combination with the gold “* has definite merit in that the 
marked increase in blood flow and capillary dilatation 
afford a better distribution of the injected gold salts and 
aid in the prevention of untoward reactions’’. The total 
number of sessions of low-grade fever therapy was 1,936, 
an average of 19-7 sessions per patient. 

In this study 90% of the patients with rheumatoid 
arthritis showed a remission or an improvement, this 
being roughly in accord with the findings of others. In 
the rheumatoid-spondylitis group 82% manifested a 
remission or an improvement, and in the group with 
combined rheumatoid arthritis and rheumatoid spondy- 
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litis 71-5% showed a remission or improvement, the 
remissions being far fewer in this group. Of the patients 
with gonorrhoeal arthritis, 100% had remissions, all but 
one of these being in the chronic phase of the disease. 
M. B. Ray 


1852. The Treatment of Rheumatic Polyarthritis with 
Acid Azo Compounds 
N. Svartz. Rheumatism [Rheumatism] 4, 180-185, 
April, 1948. 2 figs. 


The author states that there is as yet no specific treat- 
ment for ‘rheumatic polyarthritis’’. Rest, physio- 
therapy, and the elimination of foci of infecticn are forms 
of treatment which have their advocates. While 
salicylates relieve pain, they seem to have little effect on 
the disease process. Chemotherapy with sulphonamides 
has not been found to be efficacious. The author 
describes her work with compounds of salicylic acid and 
sulphonamides in the treatment of polyarthritis. The 
compound which she considered to be of exceptional 
interest and worthy of trial was salicylazo-sulphapyridine 
which she abbreviates to salazopyrin”. On oral 
administration much of this drug was not broken down 
but was excreted unchanged in the urine. It was found 
by histological experiment that this compound had an 
affinity for connective tissue, where it formed ‘* depots ” 
before being broken down locally into amino-salicylic 
acid and sulphapyridine. 

The dose was 6 g. in 24 hours, which was reduced as 
improvement occurred. Of 107 patients with rheumatic 
fever who were given thfs drug and could be followed up 
adequately, 95 ** have fully recovered or have only slight 
symptoms’. The author regards these results as 
encouraging and gives a temperature chart and case 
histories of patients suffering from acute polyarthritis 
who were treated with salazopyrin. On 475 patients 
suffering from chronic polyarthritis and treated with the 
compound, 307 were followed up; 63° recovered or 
showed improvement. She considers that more would 
have responded favourably if they had been more 
persevering in taking the compound, but many patients 
found that the treatment was expensive or produced toxic 
symptoms and so discontinued it. Several patients 
who complained of toxic manifestations with fever and 
rash could be desensitized by the administration of much 
smaller doses. Periarticular injections were also tried 
with “* undoubted effect’. The case is described of a 
patient with ankylosing spondylitis who responded well 
to the treatment. 

[Apparently the author considers rheumatic fever and 
rheumatoid arthritis as manifestations of the same disease. 
The results of therapy do not differ from those ascribed 
to the infinite number of therapeutic procedures already 
advocated for these conditions.] W. Tegner 


1853. Coexisting Multiple Myeloma and Paget’s Disease 
of Bone Treated with Stilbamidine 

C. Reicu and A. E. Bropsky. Journal of Bone and Joint — 
Surgery [J. Bone Jt Surg.| 30A, 642-646, July, 1948. 
3 figs., 11 refs. 
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1854. The Babinski Sign. Extinction During Bilateral 
Simultaneous Cutaneous Stimulation 

R. Coun. Journal of Neurophysiology [J. Neurophysiol.] 
11, 193-197, May, 1948. 3 refs. 


In 3 hemiplegic patients with hemidysaesthesia simul- 
taneous stimulation of the plantar surface of both feet 
abolished the Babinski reflex and the withdrawal of the 
limb which was obtained on unilateral stimulation of 
the foot of the affected side. In one patient with left- 
sided paralysis, stimulation of the left foot produced left 
toe dorsiflexion, which was immediately abolished on 
concurrent stimulation of the right foot. Indeed, in this 
case strong stimulation over any part of the right side, 
including the face, abolished the left Babinski response. 
The patient complained of pain up to his hip-joint on 
stimulation of the plantar surface of the left foot; this 
pain disappeared on simultaneous stimulation of the 
right foot. It is assumed that, in the case of a unilateral 
non-functioning somatic sensory receptive area I, somatic 
area II of that side would receive ipsilateral and contra- 
lateral impulses if cutaneous areas were stimulated 
bilaterally. This convergence might result in an éxtinc- 
tion of a unilaterally effective stimulus. A. Schweitzer 


1855. Gustatory Sweating 
H. A. HAxton. Brain [Brain] 71, 16-25, March, 1948. 
13 refs. 


Gustatory sweating is sweating accompanied by 
flushing in the head and face in response to the stimulus 
of taste. It is usually provoked by spicy or acid foods, 
but chocolate is often the principal excitant. The 
response appears immediately on tasting the foodstuff 
and disappears rapidly on cessation of eating; it may be 
diffuse on the head or face or localized to one part of the 
face. Gustatory sweating is not usually seen in normal 
people, although many have experienced it on eating 
highly spiced foods in hot climates; occasionally an 
otherwise normal individual exhibits it. It is presumably 
due to the excessive development of a physiological 
response to eating which is usually so slight as to 
pass unnoticed. The other causes are as follows: (1) 
Disease of the central nervous system; a diffuse form of 
gustatory sweating has been seen occasionally in syringo- 
myelia and encephalitis. (2) Local trauma or disease. 
The sweating is nearly always in front of the ear in the 
area supplied by the auriculo-temporal nerve, but has 
been recorded in the submental region. It follows 
disease or injury to the sensory nerve, the usual lesion 
being a suppurative parotitis. Once established the 
condition appears to be permanent. (3) Sympathetic 
section. It is recognized that superior cervical ganglion- 
ectomy may be followed by this complication. In an 
investigation of 12 cases of cervico-thoracic ganglion- 
ectomy it was found that 4 patients had developed 


gustatory sweating, the onset being 1, 2, 4, and 9 years 
after operation. In a further series of 24 cases of upper 
thoracic sympathectomy 9 patients showed the pheno- 
menon; in 7 it appeared within the first 6 weeks and in 
the other 2 after 4 and 6 years respectively. From all 
these cases it has been established that the condition can 
be abolished by block in the region of the cervico- 
thoracic ganglia, that there is always evidence of 
impairment of normal sympathetic activity, and that 
there is excessive sensitivity to mecholine (“* mecholyl ”’), 
acetylcholine, and pilocarpine. 

The author concludes that the condition necessary for 
the development would seem to be minimal sympathetic 
activity in an area largely deprived of sympathetic 
innervation. He postulates a sensitivity to acetylcholine 
secreted by the functioning cholinergic sympathetic 
endings acting on the adjacent sensitized degenerated 
endings. He recognizes that it is difficult to reconcile 
this theory with the absent or minimal thermo-regulatory 
sweating. N. S. Alcock 
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1856. Clinical Observations on the Use of E.C. 110, a 
New Agent for the Treatment of Headache 

B. T. Horton, R. Ryan, and J. L. REYNOLDS. Pro- 
ceedings of the Staff Meetings of the Mayo Clinic [Proc. 
Mayo Clin.) 23, 105-108, March 3, 1948. 6 refs. 


_ Both ergotamine tartrate and caffeine are commonly 
used in the treatment of headache, although the action 


of caffeine is not fully understood. It is thought to 


cause intra- and extra-cranial vasoconstriction. The 
present authors used “ E.C. 110”’, a preparation contain- 
ing | part of ergotamine tartrate and 100 parts of caffeine. 
It was given in the form of enteric-coated tablets, each 
containing 1 mg. of ergotamine tartrate and 100 mg. 
caffeine. Fifty-five patients were studied. The dose 
was two tablets at the onset of the attack. In 31 patients 
the results were excellent; 13 patients had some relief; 
11 failed to get any relief. Toxic symptoms (slight 
giddiness, nausea, and abdominal distress) were observed 
in 3 patients receiving normal dosage. In 1 patient who 
took 6 tablets daily for 20 days severe gastro-enteritis, 
muscle cramp, and urinary retention developed. 

Five types of headache are described. (1) Migraine: 
periodic, usually hemicranial, associated with nausea, 
vomiting, scotomata, and a family history of similar 
headaches. (2) Histamine cephalalgia: severe uni- 
lateral headache with profuse watering and congestion 
of the eye, rhinorrhoea, increased surface temperature, 
and swelling of the temporal vessels on the affected side. 
(3) Tension headache: associated with nervous tension; 
initial vasoconstriction is followed by vasodilatation 
which produces headache. [The pain of migraine is also 
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a vasodilatory phenomenon.] (4) Arteriosclerotic head- 
ache: a continuous dull “ pressure ”’ in the head, occur- 
ring in 44% of cases of cerebrospinal arteriosclerosis. 
(5) Atypical face pain: this includes various types of 
pain involving the face; it is not characteristically 
neuralgic in origin. E.C. 110 gives relief in (1) and (2) 
and sometimes in (3), but not in (4) or (5). Other 
combinations of the two drugs are being tried. 
T. E. Graham 


1857. Tetraethylammonium Chloride in Multiple 
Sclerosis. A Preliminary Report 

E. Bett, G. H. Wittiams, and L. J. KARNosH. Cleveland 
Clinic Quarterly [Cleveland Clin. Quart.] 15, 90-91, 
April, 1948. 3 refs, 


This treatment is based on the hypothesis that the 
lesions of multiple sclerosis result from, or are associated 
with, vasospasm, that scotomata in these patients are the 
result of vasospastic lesions in the retina, and that such 
disturbances apply with equal validity to any portions 
of the central nervous system. Tetraethylammonium 
chloride relieves vasospasm by blocking the autonomic 
ganglia. The drug is given by deep intramuscular injec- 
tion—5S00 to 1,200 mg. 3 to 6 times a week. The 
patient should remain in a supine position for one hour 
after treatment to avoid syncope and dizziness. Blood 
pressure readings are taken at 5-minute intervals for 
half an hour. Fourteen patients with acute symptoms 
were treated, and in every case there was definite improve- 
ment within 4 days. There was no relapse for up to 5 
months. Patients with chronic symptoms did not 
benefit from the treatment. 

[This is not a convincing paper.] N. S. Alcock 
1858. Cerebral Fluid and Spinal Fluid. (Liquide 
céphalique et liquide rachidien) 

T. ALAJOUANINE, R. THUREL, and L. Durupt. Annales 
de Médecine [Ann. Méd.} 49, 5—13, 1948. 


This is a preliminary communication on the cellular 
content of cerebral and spinal samples of cerebrospinal 
fluid. The spinal fluid was obtained by lumbar puncture, 
and the cerebral fluid, after its displacement by the pro- 
cedure for pneumo-encephalography, was obtained by 
the same route. Differences were found in the two 
fluids in certain diseases. The cerebral fluid cell count 
was raised above that of the spinal fluid in cases of 
glioma or of recent trauma, in chronic encephalopathies 
of infancy, in some cases of epilepsy, in disseminated 
sclerosis, and especially in neurological syphilis. No 
significant change was seen in cases of meningioma, in 
cerebrovascular disease of long standing, in Parkinson- 
ism, in a few cases of Pick’s disease, and in amyotrophic 
lateral sclerosis (apart from the bulbar form). 

J. Maclean Smith 


1859. The Neurologic Manifestations of Jaundice in 
the Newborn. With Particular Reference to the Chronic 
Residuals 

L. B. MANN and C. B. CourvitLe. Bulletin of the Los 
Angeles Neurological Society [Bull. Los Angeles neurol. 
Soc.) 13, 69-85, June, 1948. 41 refs. 


1860. Experimental Syndrome in Man due to Section of 
the Splenium of the Corpus Callosum; Pure Hemianopic 
Visual Alexia. (Le syndrome expérimental chez l'homme 
de la section du splénium du corps calleux; alexie visuelle 
pure hémianopsique) 

P. E. Maspes. Revue Neurologique [Rev. neurol.] 80, 
100-113, Feb., 1948. 23 refs. 


The author discusses briefly the clinical and experi- 
mental work which has been done to establish the 
functions of the corpus callosum, but emphasizes that in 
man the degenerative, neoplastic, and vascular lesions 
involving the corpus callosum are of little use in de- 
termining its physiological functions owing to the 
involvement of neighbouring structures. Exceptional 
opportunities for study were created when neurosurgeons 
began to divide the corpus callosum in order to gain 
access to tumours below it, usually in the third ventricle. 
Such cases are now numerous, but very few have been 
studied in detail with regard to callosal function. Dandy, 
one of the first surgeons to divide the corpus callosum, ~ 
stated several times that no symptoms were produced, 
and in 1936 wrote: ‘* This simple experiment resolves 
all the extravagant suppositions about the functions of 
the corpus callosum ”’. 

The present author has divided the corpus callosum 
6 times, but 4 of his cases were not suitable for complete 
study owing to pre-existing neurological changes. In 
2 of his cases in which the body only of the corpus 
callosum was divided the incision caused no apraxia, 
sensory or psychological changes. Two cases, in which 
the posterior third, including the splenium, was divided, 
were studied in particular detail with regard to lexico- 
visual and gnostico-visual functions. They showed no 
alteration of hemispheral function to ordinary methods 
of examination, including perimetry in reduced light and 
with small objects, but a defect in recognition of graphic 
symbols, letters, figures, and simple geometric designs 
was noted in the left homonymous visual fields peri- 
pherally beyond 20 degrees. The graphic symbols were 
well recognized in the central fields and in the right 
homonymous peripheral fields. [The paper must be 
consulted for the details of the perimetric tests.] The 
patients were unaware of the defect until it was demon- 
strated. There was no defect in recognizing wooden 
letters by touch on either side or in recognizing letters and 
numbers traced on the skin of each side of the body. 

The author concludes that section of the splenium of 
thecorpuscallosum produces an alexia in the homonymous 
peripheral visual field outside the area of central vision. 
In right-handed subjects with predominance of the left 
hemisphere this alexia is in the homonymous field 
corresponding to the subordinate hemisphere—that is, 
the left. He discusses his findings in relation to the 
earlier studies of Trescher and Ford (Arch. Neurol. 
Psychiat., Chicago, 1937, 37, 959) and Akelaitis. He 
concludes: ‘* Such a syndtome, observed in two cases 
particularly valuable because of the absence of any other 
neurological lesion obscuring the symptoms and con- 
clusions, consists of a particular form of subcortical word 


_ blindness confined to verbo-graphic symbols exposed 


outside central vision in the homonymous visual fields 


corresponding to the subordinate hemisphere. The 
existence is thus demonstrated in man of association 
fibres connecting the right area striata with a superior 
centre concerned with verbal gnosis situated, in subjects 
with left hemispheral predominance, in the left hemi- 
sphere. Secondly, the same observations would suggest 
a ‘Sintered representation of the visual gnosis of objects ”’. 

J. MacD. Holmes 


1861. Emergency Treatment of Apoplexy 
N. C. GitBert and G. De TaAKATs. Journal of the 
American Medical Association [J. Amer. med. Ass.} as, 
659-665, March 6, 1948. 1 fig., 31 refs. 


Twenty-five patients with apoplexy were treated with 
cervical sympathetic block. Three with cerebral haemor- 
rhage all died, 1 having shown transient improvement; 
this condition is unlikely to be benefited. Ten with 
cerebral embolus all improved, though 1 died on the 
fifth day (of 15 controls, 6 improved and 6 died). Of 
12 patients with cerebral thrombosis or softening 8 
improved, while 3 died (of 53 controls 20 improved and 
13 died). Criteria for improvement were the appearance, 
within 10 minutes, of Horner’s syndrome, return of 
consciousness or speech, improvement in speech or 
motor power, or the abolition of flaccid paralysis. The 
injections were made within the first few hours of the 
apoplexy except in 3 cases, in 2 of which ocular muscle 
function improved after a third-nerve lesion when 
injections were given several days after the onset. The 
most significant finding was the conversion of flaccid 
into spastic paralysis. 

The patient is placed in an oxygen tent. If cerebro- 
spinal fluid pressure is thought to be present, lumbar 
puncture is carried out; the finding of frank blood is a 
contraindication to cervical sympathetic block. Marked 
hypertension with raised venous pressure in the neck is 
an indication for slow venesection, with removal of not 
more than 350 ml. at one time. Unless coma is deepen- 
ing, the approach of death obvious, or massive haemor- 
rhage diagnosed, sympathetic block is performed with 
the patient in the reclining or semi-sitting position. 
“ The patient’s neck is slightly hyperextended by a small 
pillow placed under the shoulder blade of the side of 
injection. With an applicator dipped in a solution of 
iodine, a line is drawn from the mastoid process to the 
clavicle through the tips of the palpable transverse 
processes. By injection of a 1% solution of procaine 
hydrochloride (without epinephrine) a dermal wheal is 
placed over the tip of the seventh transverse process; 
then a 4-in. (9-cm.) 22-gauge needle is inserted through 
this wheal. It must shortly make contact with the tip 
of the transverse process, which is quite superficial. 
Then the needle slides along the superior border of the 
transverse process until it contacts the body of the sixth 
cervical vertebra. Aspiration is now made for air 
bubbles, for blood, for spinal fluid, and, if none of these 
is observed, 10 ml. of a 1% solution of procaine hydro- 
chloride is injected, aspirations being made repeatedly 
during this procedure. A successful block is followed 
within 10 to 15 minutes by Horner’s syndrome, by 
dilatation of the conjunctival vessels, by dryness and 
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increased warmth of the face and ear lobes of the side 
of injection, and by rising temperature and dryness 
of the corresponding upper extremity.”” If Horner’s 
syndrome does not develop the injection should be 
repeated. The injection is made on the side of the lesion 
which may not be obvious when the patient is seen early. 
If relapse follows improvement the infection is repeated, 
a minimum interval of 8 hours being suggested, though a 
24-hour interval has been usual, until no further improve- 
ment is noted. Postural drainage, the patient being on 
his side and the foot of the bed raised, is important. 
Aspiration of mucus from the mouth and pharynx 
through a No. 14 catheter or metal airway may be 
necessary. “‘ Aminophylline’’ and atropine may be 
used. Dehydration is not employed. Patients uncon- 
scious after 24 to 48 hours are given hourly feeds through 
a Levine tube, 2,000 to 3,000 ml. of liquid being intro- 
duced daily; 25° albumin solution intravenously is 
also recommended. Sedation should be avoided as far 
as possible, and the use of intravenous narcotics is 
particularly undesirable. 

The mortality rate of 77% in a control series of cases 
of cerebral haemorrhage cases raises the problem of 
possible surgical intervention, which should take place 
before blood reaches the intraventricular system. 

[This method of treatment was initially used in Britain 
by Mackey and Scott (Brit. med. J., 1938, 2, 1) in work 
which seems not to have received the attention it deserves. 
The experimental basis is discussed at some length.] 

W. A Bourne 


1862. Cerebral Manifestations of Hodgkin’s Disease. 
(Sur les manifestations cérébrales de la lymphogranulo- 
matose maligne et le probléme de I’encéphalite lympho- 
granulomateuse) 

D. Louis-BAr. Journal Belge de Neurologie et de 
Psychiatrie [J. belge Neurol. Psychiat.) 47, 703-728, Dec., 
1947. 7 figs., 32 refs. 


The description is given of a case of Hodgkin’s disease 
with later development of a granuloma of the mammillary 
body and mental symptoms resembling those of Korsa- 
kow’s syndrome. 

A man of 25 had a febrile illness with enlargement of 
lymph nodes in neck and axilla and pleurisy. Four 
months later he developed a flaccid paraplegia, thought 
to be due to Pott’s disease. Although he recovered from 
the paralysis the liver enlarged and the spleen became 
enormous. All signs subsided with iodine therapy. 
About 6 months later he developed headache and 
vomiting, then ptosis of the left eyelid and myoclonic 
twitchings of the left arm. The vomiting ceased, but the 
third nerve became paralysed. Marked sweating of the 
face appeared and the lymph nodes enlarged again. In 
the left eye, and then in the right, total ophthalmoplegia 
developed, the left fifth nerve being later affected. 
Sleepiness and abnormal hunger and thirst ensued. 
The white cell count was 21,300 per c.mm., with a normal 
differential count. The Wassermann reaction was 
negative; there was a slight increase in cells and protein 
in the cerebrospinal fluid. A month later mental distur- 
bance began, with loquacity, loss of recent memory, and 
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confabulation. There was polyuria and intense thirst, 
but no hyperglycaemia. A mass of lymph nodes was 
palpable in the epigastrium. Two months later the 
mental condition was better, but somnolence more 
marked; the physical condition was poor. A rapid 
deterioration led to death in a few weeks. There were 
thus 3 phases: (1) febrile with adenopathy and transitory 
paraplegia; (2) febrile, with headache and then signs of 
nerve lesions at the base of the brain and sphenoid 
region; (3) mental disturbance and symptoms referable 
to the hypothalamic region. 

At necropsy scattered masses of lymph nodes were 
found in the neck, thorax, and abdomen. The liver and 
spleen were enlarged but other organs were mainly 
normal. The brain was adherent to the skull in the 
region of the chiasma. The base of the skull was invaded 
by a large soft tumour destroying the pituitary, the mass 
being continuous with the masses in the neck. On the 
inferior surface of the brain were scattered superficial 
“ candle-grease * tumours. In the left mammillary body 
there was a tumour of the size of a pea. Histologically 
the lymph nodes showed characteristic changes of 
Hodgkin’s disease. In the brain the anterior region was 
normal; in the central grey masses and the periventricular 
area there was diffuse and perivascular infiltration with 
lymphocytes and Sternberg cells of various types, but no 
eosinophils. There was some gliosis of the pallidum. 
The right [sic] corpus mammillare was filled with a 
tumour mass of the same type of cells, with slight glial 
reaction round the mass. The leptomeningeal lesions 
showed the same type of Hodgkin’s granuloma. 

The scanty literature on cerebral lesions in Hodgkin’s 
disease is discussed, with consideration of the effects of 
dural and leptomeningeal granulomata, of the general 
toxic effects on the organism, and of the intracerebral 
development of lymphogranulomatous tissue by haemato- 
genous metastasis. Gwenvron M. Griffiths 


1863. Postoperative Period of Survival of Patients with 
Oligedendroglioma of the Brain. Report of Twenty-five 
Cases 

H. A. SHENKIN, F. C. GRANT, and J.H. Drew. Archives 
of Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 58, 710-715, Dec., 1947. 12 refs. 


The authors studied the post-operative period of 
survival in 25 cases of oligodendroglioma in the Univer- 
sity of Pennsylvania Hospital. Six were of the intra- 
ventricular type with an average pre-operative course of 
74 months; 1 patient was alive and well after 50 
months, 1 died after operation, and the other 4 survived 
on the average 124 months. In the intrahemispheric 
group, consisting of 19 cases, the duration of symptoms 
before operation had been 35 months. Two patients 
died after operation, 4 were alive 10 to 30 months after- 
wards, and the remainder survived on an average 22 
months. Calcification was recognized in the radiographs 
taken before operation in 13 of the 25 cases; in 5 further 
cases calcification was found in the histological prepara- 
tions. The ages of the patients with the ventricular type 
averaged 25 years with a range of 19 to 29, whereas the 
ages of those with the intrahemispheric type averaged 37 
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years, with a range of 21 to 58. The authors confirm 
the observation of Léwenburg and Waggoner (1939) 
that the frontal lobes are the favoured site of growth of the 
ventricular type and that there is a distinct tendency for 
the growth to spread across the corpus callosum. 

W. H. McMenemey 


1864. Central Nervous System in Pneumonia (Non- 
suppurative Pneumonic Encephalitis). Il. An Experi- 
mental Study 

H. H. Noran, A. B. BAKER, and W. P. LARSON. = Archives 
of Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 58, 653-671, Dec., 1947. 10 figs., 24 refs. 


Earlier work having shown that animals are extremely 
sensitive to small intravenous doses of homologous lung 
tissue and that the harmful effects can be prevented by a 
preliminary intravenous injection of heparin, the authors 
found that in the cerebral blood vessels of these cases 
(31 experimental animals) intravascular clots could be 
identified within which was an interlacing network of 
fibrin, well shown up by Mallory’s phosphotungstic-acid 
haematoxylin. The -vessel walls, by contrast with those 
showing thromboses, were, in general, undamaged. 
Occasionally secondary involvement of adjacent neurones 
was noted in both the brain and cord with, in the more 
chronic cases, commencing demyelination. As_ the 
lesions are similar to those noticed in cases of post- 
pneumonic encephalitis, the authors suggest that the 
lung infection liberates from the lung parenchyma a 
product which is capable of producing an intravascular 
clotting; they suggest that intracerebral clotting may play 
a part in many neurological disorders and even in some of 
the obscure psychiatric conditions. 

W. H. McMenemey 


OTHER NERVOUS DISEASES 


1865. Studies on Epilepsy: The Petit Mal Attack as a 
Response Within the Central Nervous System to Distress 
in Organism-environment Integration 

W. BARKER. Psychosomatic Medicine [Psychosom. Med.] 
10, 73-94, March-April, 1948. 4 figs., 27 refs. 


The nature of petit mal seizures is described, together 
with analogous psychological experiences. The psy- 
chiatric literature relating to epilepsy is reviewed, stress 
being laid on the function of convulsions in liberating 
aggressive impulses with outbursts of rage (excessive 
motor discharge) and guilt (unconsciousness simulating 
death). An intensive psychiatric study of the petit mal 
attacks of a young woman is recorded. The attacks 
were related to emotional situations and recall of a 
closely repressed but intense aggression, which was 
hidden by a superficial tranquil demeanour. During 
the psychiatric study all medication was stopped and the 
situation connected with attacks was carefully studied by 
analytic methods. The association of fits with certain 
conscious situations and attitudes was classified under 
18 headings. Analysis of fit situations and of conscious 
emotional disturbances was then correlated with these. 
It was clear that attacks chiefly occurred during phases 
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« of hostility to mother or husband and unconsciousness 
served to break off emotional reactions after they had 
reached awareness but before their further elaboration 
in action led to consequences which the patient could not 
face’’. The difficulties presented by awareness of the 
situation and of the appropriate action which “ neces- 
sitated’’ the interruption by fits were found to be 
related to repressed incidents in childhood which had 
aroused hostility and guilt, often accompanied by hope- 
lessness and depression. The realization of the relation 
between these repressed experiences of childhood and the 
fits had a marked effect in reducing the number and 
severity of the fits, in spite of the absence of medication. 
Itis suggested that both the fits and the associated cerebral 
dysrhythmia may depend on the resurgence of intense 
repressed emotion, the fits being in the nature of a defence 
mechanism. The elucidation of the whole picture 
requires deep analysis. ‘It may then be said that the 
petit mal attack is a specific behaviour response in which 
the eruption of disturbing emotion into awareness is 
halted by an operation within the central nervous system, 
characterized electroencephalographically by the appear- 
ance of spike-and-dome waves, which interrupts organism 
environment relationships.” R. G. Gordon 


1866. The Use of Benzedrine and Dexedrine Sulfate in 
the Treatment of Epilepsy 

§. Livincston, L. Kaspi, and E. M. BripGe. Journal 
of Pediatrics [J. Pediat.] 32, 490-494, May, 1948. 8 refs. 


* Benzedrine ” (amphetamine) sulphate administered 
to epileptics in order to counteract the sluggishness in- 
duced by drugs such as phenobarbitone also reduced the 
number of fits. Benzedrine alone (or its d-rotatory com- 
ponent, “* dexedrine ’’) was therefore tried in 85 patients 
attending the Epilepsy Clinic of the Johns Hopkins 
Hospital. The dose was from 5 to 45 mg. daily. It was 
found that many cases responded. The effect was best in 
petit mal, the fits being controlled in 14 out of 28 patients. 
The simultaneous exhibition of phenobarbitone did not 
improve results. 

Electroencephalographic studies in 52 of the patients 
during treatment showed that the E.E.G. pattern in some 
cases had returned to normal; again this occurred 
chiefly where the E.E.G. pattern was characteristic of 
petit mal. Toxic reactions, such as insomnia, were not 
serious. D. Gairdner 


1867. Electroencephalographic Studies on Induced and 

Excised Epileptogenic Foci in Monkeys 

B. L. PaceLta, L. M. Kopecorr, and N. KopeLorr. 

Archives of Neurology and Psychiatry [Arch. Neurol. 

ae Chicago] 58, 693-703, Dec., 1947. 5 figs., 
refs. 


These authors, working in the Departments of Experi- 
mental Psychiatry and Bacteriology in the New York 
State Psychiatric Institute and Hospital, prepared a cream 
composed of hydrous oxides of aluminium which, when 
applied to one motor cortex of each of 4 rhesus monkeys, 
caused, usually within 5 weeks, a primary focus of electro- 


encephalographic activity consisting chiefly of delta 
waves, random spikes, and sharp formations which was 
followed by Jacksonian epilepsy. A secondary or minor 
focus of lesser magnitude than the first then developed 
in the opposite cortex; this was followed later by 
generalized convulsions. There was, in fact, a direct 
correlation between the degree of electroencephalo- 
graphic activity and the convulsive threshold. The 
abnormalities reached their maximum as a rule in about 
24 weeks, although in one instance the maximum was 
delayed for 213 weeks. Surgical ablation of a focus 
induced by alumina cream was followed by a gradual 
diminution in both electroencephalographic activity and 
the magnitude of the convulsions, contralateral Jack- 
sonian epilepsy only being observed at the end of the 
tenth week. Alumina cream was found to cause a lower- 
ing of the convulsion threshold to ** metrazol *’ even when 
clinical seizures had been eliminated or prevented by 
surgical ablation of the precentral cortex. 
W. H. McMenemey 


1868. The Action of «-Aminovalerianic Acid in Extra- 
pyramidal Syndromes. (Osservazioni sull’azione dell’ 
acido aifa-aminovalerianico in alcune sindromi extra- 
piramidali) 

A. De Faico. Acta Neurologica [Acta neurol., Napoli] 
3, 157-159, March-April, 1948. 1 ref. 


If «-aminovalerianic acid (7 ml. of a 5% solution) 
is injected into the subarachnoid space of patients 
suffering from Parkinsonian tremor or choreo-athetosis 
these extrapyramidal dystonic phenomena are relieved. 
At the same time the pulse rate decreases and the 
arterial blood pressure is lowered. Intravenous injection 
of 2 ml. of a 20% solution produces the same effects, 
but they are less conspicuous and their duration is 
shorter. In a patient with myoclonic epilepsy two 
major epileptic attacks occurred after injection. 

F. K. Kessel 


1869. Clinical Features of 52 Cases of Amyotrophic 
Lateral Sclerosis. (Aspetto clinico di 52 casi di sclerosi 
laterale amiotrofica) 

G. CERQUETELLI and C. CATALANO-NoBiLI. Rassegna 
di Neuropsichiatria [Rass. Neuropsichiat.] 2, 145-169, 
March-April, 1948. 13 figs., 12 refs. 


As the title indicates, the authors analyse the clinical 
features of 52 cases of amyotrophic lateral sclerosis; 
37 of the patients were men and 15 women. Alcoholism 
had been noted in nearly 10°% of all cases, some trauma in 
more than 20%. The youngest patient was 14, the oldest 
68 years of age; the highest incidence was in the age 
group 45 to 55. General weakness was the most common 
leading symptom. In the beginning the arms were more 
often affected than the other limbs. Among the cranial 
nerves, the facial, glossopharyngeal, vagus, and hypo- 
glossal nerves were mostly affected. In more than one- 
third of the cases the protein content of the cerebrospinal 
fluid was increased. 

[For further details the original paper should be 
consulted. ] F. K. Kessel 


firm 
ey 
Non- 
oni 
hives 
tiat., 
mely 
lung 
by a 
hors 
1 be 
k of 
acid 
hose 
ged. 
ones 
nore 
the 
0St- 
the 
la a 
ular 
play 
1e of 
ey 
as a 
tress 
fed] . 
ther 
psy- 
tress 
iting 
ssive 
iting 
mal 
acks 
of a 
was 
ring 
| the 
d by 
‘tain 
nder 
ious 
ese. 
ases 


Psychiatry 


1870. Suggestibility and Persistence in Epileptics and 
Mental Defectives 

M. Brapy. Journal of Mental Science [J. ment. Sci.] 94, 
444-451, April, 1948. 1 fig., 9 refs. 


Investigations have previously been made in order to 
discover whether tests of suggestibility and persistence 
can be used to screen neurotics from occupations involv- 
ing too much strain and to assess the degree of neuroti- 
cism. It is also important to know whether psychotics, 
epileptics, and mental defectives share these properties of 
suggestibility and persistence, since if they do the tests 
lose most of their value. The tests used were Hull’s 
body-sway test in which the subject is told to stand quite 
still but a gramophone record continually suggests that he 
is falling forward. Persistence is measured by telling a 
patient to maintain an uncomfortable posture, though he 
is free to move if he wishes. Tests were made on 200 
defectives (106 male and 94 female), 13 “ difficult male 
defectives’, and 100 male and 100 female epileptics. 
The epileptics and defectives were no more influenced by 
primary suggestions than were normal subjects and 
much less than neurotics. They may however be sus- 
ceptible to “ prestige’ or “ social’ suggestions. The 
group of “ difficult defectives ’’ were not markedly sug- 
gestible; this signifies that their conduct disorder was not 
. due to neurosis. The scores of epileptics and mental 
defectives in the persistence tests were also high, suggest- 
ing that this test is also relatively specific for neurosis. 
These tests may therefore be useful in diagnosing and 
screening neurotic subjects. R. G. Gordon 


1871. The Biology of Schizophrenia. 
Schizophrenie) 

E. GotpKuHL, V. Karka, and A. Orstr6M. Acta 
Psychiatrica et Neurologica [Acta psychiat., Kbh.] Suppl. 
47, 118-128, 1947. 2 figs. 


(Zur Biologie der 


Investigations were made on the rate of intermediate 
carbohydrate metabolism in the blood by estimating the 
radioactivity in the individual phosphate ester fractions 
liberated during 2 hours after the intravenous injection 
of 0-2 ml. radioactive P**. Values are given for free 
phosphorus, fractions hydrolysed after 10 and 180 
minutes, and residual fractions. The taking up of P*®? 
was delayed in psychoses. The highest values are 
tabulated (3 cases of schizophrenia) and indicate definite 
retardation of carbohydrate metabolism in the blood. 
Patients with blunting of affect had lower valueS for the 
180-minute fraction than those with lively affect, suggest- 
ing that metabolism of this phosphate ester may be 
related to the affective state. Investigations were also 
made on the plasma, results in each patient being 
controlled by similar investigations on a normal person. 
The erythrocyte sedimentation rate (E.S.R.), NaCl 
flocculation, and fibrinogen content were compared in 


10 normal individuals and 10 schizophrenics. In the 
latter an increase in E.S.R. and fibrinogen was common, 
and this did not appear episodically; the values were 
never below normal and showed considerable scatter, 
In schizophrenics the quotient fibrinogen/NaCl floccula- 
tion was greatly increased, the quotient fibrinogen/E.S.R. 
being diminished, indicating a correlation between 
increased fibrinogen content and E.S.R. and, despite 
the raised values of these, an increased stability to the 
electrolyte flocculation. The thrombin content of the 
serum was often apparently raised, and it was shown that 
the prothrombin index could be transitorily raised, 
though it was not infrequently reduced. Included in 
the investigations of the plasma were estimations of the 
coagulation time in dilute and undiluted recalcified 
citrated plasma, and the coagulation capacity after a 
series of days. The median clotting time in schizo- 
phrenics was only slightly shortened, but the coagulation 
capacity was often more greatly reduced after different 
periods than in normal plasma. These variations in the 
coagulation factors were absent in patients with other 
psychoses and in normal individuals. Two types of case 
are distinguished: those (to which mainly the older cases 
belong) with increased E.S.R.and fibrinogen but with little 
abnormality in the coagulation factors, and those (mainly 
earlier cases) with pronounced disturbances of the 
clotting factors, these disturbances appearing more 
episodically and the values showing much scatter. In 
manic-depressives the E.S.R. and fibrinogen content may 
lie at the upper limit of normal but disturbances in the 
coagulation factors are absent. Full interpretation of 
the findings is not yet possible, but it is provisionally 
concluded that liver disturbance plays an important 
part in their production. Their possible bearing on 
management, control or treatment, and diagnosis is 
indicated. W. Forster 


1872. Physiological and Psychological Responses to 
Stress in Neurotic Patients | 

M. Jones. Journal of Mental Science [J. ment. Sci.] 
94, 392-427, April, 1948. 9 figs., 43 refs. 


This paper describes the results of the observations on 
effort syndrome by the special unit set up at Mill Hill 
Hospital to study this condition. Effort syndrome, as it 
is now called, had proved in the 1914-18 war to be 
responsible for an alarming amount of invalidism. In 
view of the conflicting opinions on its true nature, the 
work began under the joint direction of a cardiologist 
and a psychiatrist. After 18 months the cardiologist 
expressed the opinion that the true basis of the condition 
was psychiatric, though there might be a constitutional 
intolerance of effort. Effort syndrome is defined as “4 
relatively excessive response to effort as manifested by 
breathlessness, palpitation and subjective feeling of 
fatigue on even mild exercise, along with excessive 


538 


1inly 


PSYCHIATRY 539 


vegetative lability on emotional excitement, e.g. sweating, 
palpitation, giddiness, etc., as described by the patient or 
objectively observed”. Three groups of patients are 
described: (1) the “ inferior ’’ individual who has never 
been able to undertake “ effort’; (2) the subject whose 
inferiority is intensified by a neurotic reaction to his 
innate feebleness; (3) the patient in whom the syndrome 
is psychogenic, being a defence mechanism against 
emotional stresses such as occur in war. 

The problems to be determined were: (1) whether 
disability could be assessed objectively and how; (2) 


if the condition was really a neurosis, what particular ' 


type of neurosis was involved; (3) whether the patient 
had an effort phobia; (4) whether he responded exces- 
sively to other stresses, such as pain and cold. The 
response to standard work, maximal work, and light 
work was measured in effort-syndrome patients and 
controls especially as regards pulse rate, oxygen uptake, 
and rise of lactate level in the blood. Responses to 
pain, cold, and excitement were also measured. As a 
result of these experiments it was clear that the patients 
were ill. This was partly due to a really poor response to 
exercise; the patients also had an effort phobia, failing to 
exert themselves to the full; their autonomic imbalance 
was marked. The patients invariably attributed their 


_ jllness to organic disease. The best treatment seemed to 


be by explanation of the mechanism of their illness, so 
that they might understand and work out for themselves 
how their symptoms were produced. In this way the 
man’s attitude to his symptoms was altered. No effort 
was made to go into the deeper psychiatric implications 
of the illness; 49 to 66°% were annually returned to the 
army but usually to light duties. R. G. Gordon 


1873. Electroshock Treatment of Psychoses and Other 
Mental Diseases (A Preliminary Attempt at a Critical 
Estimation of Therapeutic Results). [In English] 

P. ANCHERSEN. Acta Psychiatrica et Neurologica [Acta 
psychiat., Kbh.] Suppl. 47, 426-442, 1947. 7 figs., 
11 refs. 


The author’s material consisted of 227 unselected 
patients treated by electroplexy in the University 
Psychiatric Clinic, Oslo, during the year 1942-3. 
Treatment was abandoned if 10 shocks did not 
produce a favourable result. 

In schizophrenia no effect was proven. In manic- 
depressive psychosis the period of illness was consider- 
ably shortened, but the remission frequency was no 
higher than in other cases not treated by shock, nor 
could alteration of the duration of the free intervals be 
established. Half of 46 cases of psychogenic disorders 
(including conflict and situation neuroses, compulsions, 
phobias, and hysterias) reacted favourably, the best 
results being in clinical pictures of depression and condi- 
tions following acute psychic trauma. The course in 
the favourable cases was shortened; a higher remission 
frequency than in cases of “‘ psychogenic psychosis ” and 
obsessional neurosis not treated by electroplexy could not 
be substantiated. In neurasthenia, results were best 
where clinical depression or psychogenic depressive 
factors were present; 4 of 21 definite neurasthenics 


reacted favourably, but only 1 of 10 constitutional 
neurasthenics. In cases of psychopathic personality 
there was no effect except on depressive reactions in 
psychopaths. In psychoses with pronounced previous 
character anomalies, there were 8 favourable results in 
18 cases, 6 out of 11 depressive syndromes being favour- 
ably influenced. Neither in this group nor in the 
psychogenic group and neurasthenia was there any 
difference in the results obtained with intellectually 
normal and subnormal patients. Results were best in 
cases of less than 6 months’ duration, but favourable 
results were obtained in groups of all durations; no 
particular age group was favoured. The author reports 
15% of spinal fractures in the series, and other complica- 
tions included one case of spontaneous convulsions and 
one of pneumonia. In the ensuing discussion Langfeldt 
stated that in clearly diagnosed schizophrenia electro- 
plexy had no lasting effect, but cases dominated by 
depressive traits responded best. In those characterized 
by process symptoms, chronic hallucinoses, and primary 
delusional ideas there was practically no response. 
He mentions as a special indication intractable insomnia, 
which often responds to a few ambulant shocks. 
W. Forster 


1874. Intensified Electrical Convulsion Therapy in the 
Treatment of Mental Disorders 

L. G. M. Pace and R. J. Russett. Lancet [Lancet] 1, 
597-598, April 17, 1948. 


The technique described consists essentially in pro- 
ducing a convulsion by means of a comparatively large 
dose of electricity (150 volts for 1 second), waiting 4 
seconds, and then giving the same dose again, five, seven 
or nine times in succession as quickly as it is possible to 
operate the switch. The treatment is given daily until 
there is a remission of symptoms or the patient becomes 
confused or faulty in habits. The age of the patients 
ranged from 16 to 74, and it is stated that no additional 
risks appear to be run by the elderly. Hypertensive 
patients have been treated without complications, and 
1,500 treatments have been given without fracture or 
dislocation. The results are tabulated under the follow- 
ing headings: Women: melancholia; schizophrenia; 
mania; puerperal [sic]. Men: melancholia; schizo- 
phrenia; mania; hysteria. Patients who still had acute 
symptoms immediately after the treatment were treated 
again within the hour; occasionally a third treatment was 
given on the same day. It is claimed that the average 
number of treatments required and the average number of 
days each patient was under treatment in each group 
of cases was halved by this new technique. The relapse ' 
rate in the women with melancholia is also reported to 
have been approximately halved, and the proportion of 
cases of melancholia which did not respond to electro- 
convulsion therapy by the more usual technique is also 
said to have been greatly reduced. Patients with acute 
mania responded rapidly. 

The authors do not appear to have run into any diffi- 
culties with this method, and have been encouraged by 
their results to intensify their efforts by increasing the 
duration for the initial shock. P. Mallinson 
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1875. Effect of ‘‘ Parpanit ” on the Convulsion in Electro- 
shock. (Uber die Einwirkung intravendser Parpanit- 
gaben auf den Krampfanfall beim Elektroschock) 

E. GrUNTHAL and G. UDVARHELYI. Monatsschrift fiir 
Psychiatrie und Neurologie [Mschr. Psychiat. Neurol.] 
115, 223-232, March-April, 1948. 7 refs. 


The authors describe the action of “ parpanit’’ on 
mobility of normal persons and the application of 
this drug in electrically-induced convulsions. Parpanit 
affects primarily proprioceptive sensitivity, lessens the 
tonus of the muscles, and, in higher doses, paralyses 
voluntary movements. When 6 to 10 mg. of parpanit 
was given intravenously its effect was noticeable after 
a few minutes, reaching its highest point after 10 to 15 
minutes, and disappearing completely after 20 to 30 
minutes. Investigations carried out on normal subjects 
indicated that 20 mg. of the drug injected intravenously 
temporarily impaired deep sensibility, leading to ataxia 
and the weakening of all movements. In higher doses 
(30 mg.) signs of intoxication occurred; in a psychopathic 
patient an abortive delirium was induced, with auditory 
and somatic hallucinations and confusion, followed by 
amnesia. The authors did not observe any adverse 
effects on the respiratory centre, and found the drug safe 
to use in electric convulsive treatment with a view to 
weakening the convulsions. A dose of 15 to 20 mg. 
diluted in 2 ml. of water was given intravenously to 12 
patients who were undergoing electroshock treatment, 
and the action of the drug was studied in 41 fits. The 
tonic phase remained unchanged, but the initial and 
clonic convulsions were considerably weakened. The 
authors consider parpanit much safer than curare and 
recommend it for preventing fractures in electric convul- 
sive therapy. J. T. Leyberg 


1876. A Preliminary Report on 737 Psychotic Patients 
Treated with Insulin Coma. [In English] 

I. JESPERSEN and J. RAVN. Acta Psychiatrica et Neuro- 
logica {Acta psychiat., Kbh.| Supp!. 47, 459-471, 1947. 
3 figs. 


This is a preliminary report on treatment of psychoses — 


with insulin coma, thorough analysis of the results 
awaiting a future date. The material consisted of 334 
males and 403 females admitted to the Nykobing Mental 
Hospital, Denmark, since February, 1939. Treatment 
was by insulin alone, insulin and “ cardiazol ’’ (leptazol) 
combined, or insulin plus electroplexy with the addition 
of cardiazol in some cases. Coma generally lasted for 
1 hour; at first coma was induced 50 and later 75 times 
before abandoning a case, and 8 to 10 times after recovery 
or improvement. All suitable newly admitted cases were 
treated, as were schizophrenics under the age of 50 years. 
In only 52 of 366 was the schizophrenia of a year’s 
duration or less. In schizophrenia insulin treatment 
alone produced a discharge rate of 21%, insulin plus 
cardiazol 17%, and insulin plus electroplexy 24%. With 
each method the greatest effect was on catatonia; there 
was some on paranoia but none on hebephrenia. Of 
146 manic-depressives 90°% of the males and 77% of the 
females were discharged; the authors had the impression 


that the course was shortened, patients rarely staying in 
hospital 6 months. All the males and almost all the 
females in 150 cases of psychogenic psychoses and psycho- 
genic depression were discharged, as were all 15 patients 
who had had acute delirium. In the latter, insulin was 
life-saving. No effect was seen in psychopathy. Three 
deaths occurred (due to bronchopneumonia, frontal 
glioma, and exfoliative dermatitis). The results in schizo. 
phrenia are not brilliant, but even when the condition 
appeared to be uninfluenced, development of the 
psychosis was checked, the wards for chronic cases 
became much quieter, and 80% of the patients could be 
given occupation. Throughout, occupational therapy 
was stressed and the use of hypnotics was minimal. 
W. Forster 


1877. Personality Change and Prognosis after Leucotomy 
G. GARMANY. Journal of Mental Science [J. ment. Sci.] 
94, 428-438, April, 1948. 17 refs. 


The status of leucotomy is still far from certain, and it 
is not yet clear whether a frontal-lobe syndrome, if such 
exists, is a gainful exchange for a psychosis. 

The author studied 59 patients operated upon in the 
Bristol Mental Hospitals. It is important to find out how 
the patient is affected as a social unit, and this may be 
learnt more from what other people think of him than 
from the patient himself. Further, it is necessary to 
determine how far residual symptoms are due to the 
operation and how far to the original disease, which may 
still be present even in a mild degree. It is generally agreed 
that that facet of intelligence measured by intelligence 
tests is not affected. Some 50% of depressives, 50% 
of paranoid schizophrenics, 6% only of hebephrenic 
schizophrenics, and 20°% of catatonic schizophrenics were 
regarded as having been successfully treated by leuco- 
tomy. Of 11 patients with depression who made 
excellent or good recoveries, 9 showed no sign of per- 
sonality changes. The personality changes in the other 
2 were thought to be due to the original illness. In 
schizophrenia, personality changes apparently due to 
leucotomy may appear to be temporary, but the full 
restoration of personality may take up to 2 or 3 years. 
The most favourable results from leucotomy would seem 
to be obtained in patients with depression but good 
personality and average intelligence, and in paranoid 
schizophrenia. Hebephrenics and catatonics are, in the 
author’s opinion, not worth operating upon. It must 
be remembered that the effects of leucotomy may be 
temporary, and that relapses may occur later. 

R. G. Gordon 


1878. A Psychiatric and Sociologic Study of a Series of 
Swedish Naval Conscripts. [In English] 

M. ExsLap. Acta Psychiatrica et Neurologica [Acta 
psychiat., Kbh.| Suppl. 49, 1-200, 1948. Bibliography. 


1879. Experimental Investigations in the Endocrinology 
of Schizophrenia 

R. E. HempuiLt and M. Reiss. Proceedings of the Royal 
Society of Medicine [Proc. R. Soc. Med.) 61, 533-540, 
Aug., 1948. 16 refs. 
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“VIRUS INFECTIONS 


1880. Studies of the Distribution of Poliomyelitis Virus. 
IV. In Rural Schools Following an Epidemic 

JT. Francis and G. C. Brown. Journal of Infectious 
Diseases [J. infect. Dis.] 82, 163-168, March-April, 
1948. 2 figs., 11 refs. 


A study has been conducted among children returning 
to two schools in a rural area in Tennessee by inoculation 
of pooled stool specimens into monkeys. An epidemic 
of poliomyelitis was subsiding at the time. At one 
school, all pools (representing 48 children) were negative 
on the first collection. Two weeks later fresh specimens 
were collected and virus was isolated from 1 child. 
At the other school, at the first collection, 2 out of 51 
pupils were found to be harbouring virus. Two weeks 
later no fresh positive results were obtained, but 1 of 
the original excretors was still positive. 

The authors suggest that these results confirm the 
findings of other workers that “ relatively few infections 
are maintained among individuals who are not in groups 
with rather intimate association with an actual case of the 
disease *’. A. J. Rhodes 


1881. Poliomyelitic Bladder Paresis. (Vesicalpares vid 
poliomyelit) 

G. TUNEVALL. Nordisk Medicin [Nord. Med.] 38, 880- 
885, April 30, 1948. 5 figs., 16 refs. 


The author reports his investigations into the mechan- 
ism of the retention which often develops during an 
attack of poliomyelitis. Paresis was found in 302 and 
retention, usually lasting 1 to 8 days, in 64 of the 400 
patients admitted to the Stockholm isolation hospital 
during the epidemic of 1944. Ten patients with retention, 
aged between 21 and 40, were thoroughly investigated. 
Tonograms were made showing the vesical pressure at 
various capacities and also serial records of the pressure 
at the same volume but at different times and under 
different conditions. Sphincter tonus was estimated by 
measuring the head required to make fluid run back into 
the bladder after the catheter had been withdrawn to just 
beyond the sphincter. 

It was found that the pressure at any volume during the 
period of retention was one-half to one-third that when 
bladder function returned, and further, that similar 
tonograms were obtained whether the abdominal and 
pelvic floor musculature was paralysed or not. This 
demonstrates that detrusor weakness is present and will 
account for the retention. ‘* Doryl ”’ in doses of 0-25 mg. 
increased the bladder tonus and the effect was greater 
the more nearly normal was the bladder function. It 
may not always produce micturition, but it does shorten 
the period for which catheterization is necessary. Some 
Patients experienced prolonged and painful straining 


after administration of the drug; doryl lowered the 
volume at which straining started, and while it normally 
had no effect on the sphincter, in the few cases where its 
administration led to painful straining it produced a 
paradoxical rise in sphincter tonus. More ready 
relaxation of the sphincter was obtained by administration 
of 0-5 mg. “‘ gynergen”’ even in those in whom doryl 
produced no painful straining. Doryl and gynergen 
caused no unpleasant reactions, and the bowel stimula- 
tion after doryl helped to overcome the troublesome 
constipation so common in poliomyelitis. 
A. M. M. Wilson 
Doryl” is carbachol (NH,.CO,.CH,.CH,N 
(CH3)3Cl) and is described in The British Pharmacopoeia 
1948. ‘*Gynergen”’ is ergotamine tartrate.—Editor.] 


1882. Late Manifestations of Epidemic Infectious 
Hepatitis 
W. VoLwiLer and J. A. Extiotr. Gastroenterology 
[Gastroenterology] 10, 349-365, March, 1948. 4 figs., 
38 refs. 


This paper describes the detailed investigation by 
modern methods, including biopsy, of 13 patients who 
remained jaundiced from 4 months to 21 years after an 
illness typical of infective hepatitis. The patients fell 
into three groups: (1) those with prolonged mild 
hepatitis, which may last for several years without 
significant scarring; (2) those with progressive hepatic 
fibrosis associated with similar smouldering inflamma- 
tion; and (3) those with continuous mild jaundice in 
whom biopsy histology was normal and there was no 
abnormal liver function. The importance of deep liver 
biopsies is emphasized. Christopher Hardwick 


1883. An Evaluation of Immune Serum Globulin as a 
Prophylactic Agent Against Homologous Serum Hepatitis 
G. G. Duncan, H. A. CHRISTIAN, J. STOKES, W. F. 
Rexer, J. T. NICHOLSON, and A. EDGAR. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 213, 
53-57, Jan., 1947. 6 refs. 


The intramuscular injection of a single dose of 10 ml. 
of immune serum y-globulin failed to reduce the inci- 
dence of homologous serum hepatitis among battle 
casualties receiving whole blood, plasma, or serum trans- 
fusions; 2,406 patients were used for the test and 2,374 
served as controls. The incidence of hepatitis among the 
test group was 1:2% and among the controls 0-9%. The 
onset of the hepatitis in the injected group was, however, 
delayed by an average of 18 days. The inability of a 
single intramuscular injection of immune serum 
globulin to prevent homologous serum hepatitis reveals 
another apparent difference between this disease and 
infective hepatitis. G. Popjak 
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1884. Late Residua of Infective Hepatitis. (Sene 
Folger efter infectios Hepatitis) 
E. Ryssinc. Nordisk Medicin |Nord. Med.] 38, 737-739, 
April 9, 1948. 2 figs., 19 refs. 


A follow-up investigation was carried out in 191 
cases of infective hepatitis after a period ranging from 5 
to 8 years. -Serum bilirubin determinations and: the 
thymol turbidity and Takata-Ara tests were carried out. 
The findings were mostly negative. Twenty subjects 
suffered from periodic attacks of dyspepsia dating from 
the time of jaundice; 11 had had relapses, although in 2 
cases the jaundice was probably due to gall-stones. In 
no case was there oedema or ascites. The serum bilirubin 
values were mostly normal, with an average of 0-41 mg. 
per 100 ml.; in 3 subjects values lay between 1-3 and 
2 mg. per 100 ml., but none of these had any symptoms 
indicating impairment of liver function. The thymol 
turbidity test was normal and the Takata-Ara test nega- 
tive in all cases. No enlargement of liver or spleen was 
found. D. J. Bauer 


1885. Tick-borne Enéephalitis and Other Seasonal Virus 
Neuro-infections in the Yaroslavl Province. (Kneuiesoi 
HEKOTOPbIe ApyrHe Ce3OHHbIE BAPyCHbie 
B APOCNAaBCKOH 

G. G. SOKOLYANSKI and V. N. KLyNcHikov. Hespona- 
tonorua Iicuxuatpua [Nevropat. Psikhiat.] 17, No. 1, 
21-25, 1948. 


Fourteen sporadic cases of tick-borne encephalitis 
were observed in rural localities of the province, most of 
the patients becoming infected in 1939-47, although in 
1 case the infection occurred in 1901. The symptoms 
and sequelae of the disease in some typical cases are 
described in detail. All cases occurred in May—August, 
the majority in July-August. Ticks recovered from | 
patient were identified as Ixodes persulcatus. The 
syndrome of cortical involvement with hyperkinetic 
signs (Kojevnikov’s epilepsy) was seen more often than 
the subcortical syndrome, including a rare case of 
myoclonic epilepsy. In addition to tick-borne encepha- 
litis, 11 cases of seasonal (spring-summer) neuro-infection 
were recorded, the symptoms of which resembled those of 
tick-borne disease. In some cases meningeal symptoms 
were complicated by radiculitis. H. P. Fox 


1886. Comparison of Histological Characters of 
Autumnal Maritime Encephalitis and Japanese B 
Encephalitis. 
xXapaKTepHCTHKA OCeHHErO SHUedanHTa NPHMOpbA 
ANOHCKOrO SHUedanuTa) 

N. I. GrasHCHENKOV, I. C. GLAzuNov, and I. A. 
Rosinson. Hesponatonorua u Iicuxuatpua [Nevropat. 
Psikhiat.] 17, No. 1, 5-12, 1948. 


The clinical and epidemiological observations were 
made in over 200 cases of encephalitis seen in 1939-40 
(Russian Pacific Maritime Province), 1945 (Manchuria), 
and 1946 (The Lyaodun Peninsula); description of the 
histological features is based on 33 necropsies from the 


Maritime Province and 6 from Manchuria. Some data 
are given on the incubation period, symptoms, clinica] 
course, and mortality rate in these 3 outbreaks. The 
histo-pathological features in the first days of autumnal 
encephalitis consisted, apart from the typical exudative 
and proliferative phenomena, in the presence of marked 
degenerative changes and of numerous foci of softening 
in all sections of the brain. The inflammation is often of 
haemorrhagic type, variable in extent in different cases; 
haemorrhages in the cerebral meninges were particularly 
extensive. The proliferative phase is characterized by the 
proliferation of the elements of the endothelium of blood 
vessels; this is accompanied by the formation of infil- 
trates, mainly in the adventitial spaces, and by prolifera- 
tion of histiocytes and mononuclears. With few unim- 
portant exceptions, a similar picture was seen in cases of 
Japanese B encephalitis. Although the latter disease 
occurs mainly in summer or towards its end, the authors 
concluded, on the basis of histological evidence, that 
autumnal maritime encephalitis and Japanese B encephal- 
itis are identical. It had been proved earlier by Russian 
workers that the two viruses are identical. A _ brief 
critical survey is given of various forms of epidemic 
encephalitis described by American, Japanese, and 
German workers which are all considered to be distinct 
diseases. BLP. Fea 


1887. Effect of Thiamine Deficiency on Western Equine 
Encephalomyelitis in Mice 

E. B. KEARNEY; W. L. Ponp, B. A. PLAss, K. H. MAppy, 
C. A. ELvensem, and P. F. CLARK. Journal of Infectious 
Diseases [J. infect. Dis.] 82, 177-186, March-April, 
1948. 16 refs. 


The effect of thiamin (aneurin) deficiency on mice 
inoculated with the virus of Western equine encephalo- 
myelitis (WEE) was studied in a group of controlled 
experiments on about 450 animals. The mice were 
maintained on an optimum synthetic ration, in which 
the only variable was the thiamin content. The source 
of virus was infected mouse brain suitably diluted, and 
inoculations were made intracerebrally under light ether 
anaesthesia, with 0-3 ml. of the suspension. If mice 
were inoculated when severe signs of deficiency were 
evident (after 17 to 19 days on a thiamin-free diet or on 
one containing 60 yg. of thiamin), the majority had no 
signs of encephalitis, but showed progressive weakness 
and tremor and died, the time of death being slightly 
later than in the controls, all of which developed ence- 
phalitic signs. Mice on thiamin-free and thiamin-poor 
diets inoculated before signs of thiamin deficiency were 
severe (after 11 days on the diet) developed signs of 
encephalitic infection. In an attempt to determine the 
cause of death in those deficient animals which failed to 
show signs of encephalitis, the mice were observed 
continuously after inoculation; some were injected with 
a solution of thiamin and glucose when death appeared 
imminent; the heart blood and intestinal contents were 
cultured; the virus content of the brains was estimated 
by titration, and the brains were examined histologically 
for evidence of encephalitis. Injection of thiamin and 
glucose produced temporary benefit, but characteristic 
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signs of encephalitis did not appear. Bacteriological 
examination was negative. The brains of these animals 
and of controls had a similar virus content, and all 
showed the histological changes of encephalitis. 

The reason for the failure of these animals to develop 
signs of encephalitis is not clear. It is concluded that 
the clinical course of experimental WEE infection in 
mice is considerably modified by thiamin deficiency, but 
virus multiplies normally in the brain, in which the 
histological appearances of encephalitis are seen, and the 
fatality rate is the same as in the controls. 

J. L. Markson 


1888. Immunological Investigations of the Virus of Rift 
Valley Fever. (Investigations immunologiques du virus 
de la fi¢vre de Rift Valley) 
Y. NAGANO. Japanese Medical Journal (Jap. med. J.) 1, 
14-17, Feb., 1948. 5 refs. 


Immune serum and virus are kept in contact at room 
temperature or at 37° C. for periods varying from 4 hours 
to4 days. The mixtures are heated to 65° C. for 1 hour 
and the protective power of the serum and killed virus 
mixture is compared with the protective power of 
similarly treated serum alone. No difference in im- 
munizing power is found. If, however, instead of 
incubating the immune serum and virus together the 
mixture is injected directly into mice the protective power 
of the serum is much less than that of the same serum 
unmixed with virus. G. M. Findlay 
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1889. The Serological Pattern in Typhus Fever. I. 
Epidemic 

H. PLotz, B. L. BENNETT, K. WERTMAN, M. J. SNYDER, 
and R. L. GAULD. American Journal of Hygiene [Amer. 
J. Hyg.) 47, 150-165, March, 1948. 2 figs., 14 refs. 


This investigation was undertaken on 32 cases of 
epidemic typhus in non-vaccinated civilians. The 
diagnosis was confirmed by the isolation of epidemic 
rickettsial strains from 21 of the 23 patients in whom 
such isolation had been attempted. 

As antigen in the specific rickettsial tests, the Breinl 
strain of epidemic typhus and the Wilmington strain of 
murine typhus were used as the seed inoculum. About 
500 chick embryos 6 days old were inoculated with a 
1 in 50 dilution of yolk sac infected with one of the 
specific strains and incubated at 35° C. The infected 
embryos were harvested on the fourth or fifth day and 
an ether extraction made according to Craigie’s method. 
The lower aqueous layer was then centrifuged at 4° C. 
at 4,000 revolutions per minute for | hour. The super- 
natant now contained a soluble antigen capable of fixing 
complement in the presence of both murine and epidemic 
convalescent sera, while the sediment contained the type- 
Specific antigen. This sediment was resuspended in 
one-tenth the original volume of buffered saline and again 
extracted with ether. The lower aqueous layer was 
drawn off and centrifuged as before. The sediment 
from this centrifugation was washed three times with 
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saline and resuspended in 0:2% formalin in saline to a 
volume of 50 ml. per 300 yolk sacs. 

To determine their specificity the antigens were 
titrated against known positive human epidemic and 
murine convalescent sera, as well as normal human sera. 
A positive complement-fixation test was recorded at 
some time during the course of the disease in all cases. 
In 24 instances the initial test was negative and was 
followed later by positive tests; in the 8 cases in which 
the first test was positive there was a significant rise in 
titre during the course of the illness. None of the sera 
from 18 of the 32 cases fixed complement with the murine 
antigen, and in those cases in which a cross-fixation 
occurred the titre with the homologous antigen was 
much higher than that with the murine antigen. With 
the complement-fixation test alone all the cases would 
have been classified as epidemic typhus fever. 

Sera from all patients agglutinated both the epidemic 
and murine antigens, but the titre with the epidemic 
antigen was always higher than that with the murine. 
Whereas the complement-fixing antibodies appeared at 
the fourth day at the earliest, the agglutinins could usually 
be detected before this. They were demonstrable in 
24 cases on first testing. The rickettsial-agglutination 
response was not so well maintained as the complement- 
fixation response during convalescence. The latter anti- 
bodies persisted for 1 to 3 months. 

Some reaction to Proteus X19 was shown by 30 
patients on the first test. By the eighth day 26 patients 
had titres of 1 in 80, and all had reached this level on the 
eleventh day. In 30 patients there was reaction to OX2 
at some stage of the illness, but the titre was relatively 
low in all cases. There was no reaction to OXK in 22 
patients, but where it did occur the titre never.exceeded 
1 in 80. Specific neutralizing antibodies were present in 
19 sera at first testing and appeared in the remaining 13 
during the disease. In every case there was a rising 
titre. Substantial titres were still demonstrable 200 to 
300 days after the onset of the illness. 

It was found that all patients were known to have 
epidemic rickettsial agglutinins by the tenth day, epidemic 
neutralizing antibodies by the eleventh day, and epidemic 
complement-fixing antibodies by the sixteenth day. 

R. B. Lucas 


1890. The Serological Pattern in Typhus Fever. II. 
Murine 

A. B. ScoviLie, B. L. BENNETT, K. WERTMAN, and R. L. 
GAULD. American Journal of Hygiene [Amer. J. Hyg.] 
47, 166-176, March, 1948. 2 figs., 8 refs. 


Serological tests were made on blood samples obtained 
from 15 patients with murine typhus fever as early in the 
disease as possible, and thereafter at intervals of 2 days 
for a period of 3 weeks. In convalescence, sera were 
obtained at weekly intervals for a period of 2 months. 

Positive murine complement-fixation tests were ob- 
tained from all but one of the patients in the acute stage 
of the disease. In this one exception partial fixation 
was found on the nineteenth day. Antibodies first 
appeared about the tenth or eleventh day and attained a 
maximum titre about the end of the third or beginning 
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of the fourth week. This level was well maintained 
throughout the second month, and with sera taken over 
300 days from the onset fixation still took place. Some 
fixation with antigen from epidemic typhus was shown 
by 9 of the 15 patients. This cross-fixation generally 
appeared late and in low titre. Positive results in 
complement-fixation tests were obtained earlier in the 
disease when soluble antigen was used in place of specific 
murine antigen. Soluble antigen consists of the super- 
natant fluid obtained after centrifuging a suspension 
of infected yolk sacs. The deposited rickettsiae, after 
suitable treatment, constitute the specific antigen. While 
it is possible to obtain an earlier serological diagnosis by 
the use of soluble antigen, it is not possible to differentiate 
between murine and epidemic typhus by this means. 

In all cases agglutinins were present for both the 
epidemic and the murine antigen, but the titre with 
murine antigen was always higher. Epidemic and 
murine typhus could be differentiated by the rickettsial 
agglutination test on the eleventh day in 11 of the cases. 
The sera of 11 patients agglutinated Proteus OX19 on 
the first test, and in all but 3 there was a rise in titre 
during the course of the illness. Only in 4 patients was 
agglutination with OX2 present at the first test, but in 
12 there was some reaction later on. The titres were 
much lower than those obtained with OX19. 

R. B. Lucas 


1891. Effect of Enzyme Inhibitors and Activators on the 
Multiplication of Typhus Rickettsiae. ILI. Correlation 
of Effects of PABA and KCN with Oxygen Consumption 
in Embryonate Eggs 

D. GreirF and H. PINKERTON. Journal of Experimental 
Medicine [J. exp. Med.] 87, 175-197, March 1, 1948. 
2 figs., 28 refs. 


The two previous papers in this series recorded the 
rickettsiastatic action of penicillin, increased temperature, 
toluidine blue, and para-aminobenzoic acid (PABA) 
(plain or neutralized with NaOH) on egg-passaged 
murine rickettsiae in fertile eggs, as determined by 
rickettsial counts on smear preparations of yolk sac 
membranes following infection and ‘treatment. The 
effective dose of PABA was found to be 3-3 mg. or more 
per egg. Various other substances, including riboflavin, 
thiamin, meta-aminobenzoic acid (MABA), and ortho- 
aminobenzoic acid (OABA), were found to be ineffective. 
A favourable therapeutic effect of PABA was also 
demonstrated in mice infected with murine typhus. 
Other factors exerting an adverse effect on rickettsial 
development in the yolk sac were: (1) prolonged blend- 
ing time of the inoculum—10 seconds was found suffi- 
cient, 4 minutes too long; (2) the strain of fowls 
employed. 

The effect of potassium cyanide (KCN) at a tolerated 
dose (2 x 10-4 to 8x 10-® M), on the other hand, was to 
enhance rickettsial growth under conditions otherwise 
unfavourable, including incubation at an elevated tem- 
perature, but excluding treatment with toluidine blue or 
PABA. Hence KCN is not itself rickettsiastatic and its 
action would suggest that high temperature exerts an 
indirect rickettsiastatic action by stimulating host-cell 


respiration which is, on the other hand, subject to 
depression by the anti-enzyme effect of KCN on cyto. 
chrome oxidase. The effect of toluidine blue, and the 
failure of KCN to neutralize it, could be explained by the 
dye’s acting as a hydrogen acceptor and furnishing an 
alternative cyanide-insensitive route for oxidation. 

Since the effect of PABA on respiration is unknown, 
it seemed desirable to measure oxygen uptake of fertile 
eggs under the conditions of the previous experiments, 
Infection and injection were carried out as described in 
the earlier papers and oxygen uptake was measured by 
direct gas analysis. Groups of 15 to 20 eggs were 
incubated in airtight containers each fitted with an 
internal fan, a stopcock, thermometer, mercury mano- 
meter and serum vial stopper (samples of air being taken 
by piercing the latter with a needle attached to a 10 ml, 
syringe and withdrawing air into the syringe). ‘“* The 
gas samples are analysed for oxygen by means of a 
Haldane-Henderson gas analyzer.” Since preliminary 
experiments showed that greater uniformity of results 
was obtained if the accumulation of CO, was prevented, 
and that a high relative humidity was associated with a 
high embryo mortality, “* ascarite ’’ [a mixture of NaOH 
and asbestos] was placed in a beaker in each egg con- 
tainer. This reduced the concentration of CO, and water 
vapour to approximately nil. The method was found 
to be “reliable and accurate”. Details of statistical 
work are given. 

The following results were obtained: (1) The rickettsial 
toxins present in the inoculum had little effect, but 
toxins produced after inoculation apparently depressed 
cellular respiration of host cells, since oxygen uptake 
declined before the degree of infection was great enough 
to cause the death of large numbers of cells. (2) PABA 
increased oxygen uptake in both infected and non- 
infected eggs, the increase becoming evident 4 days after 
injection and lasting for about 4 days. It was signi- 
ficantly greater in infected eggs, possibly because of a 
stimulating effect of small quantities of rickettsial toxin. 
MABA and OABA lower oxygen consumption some- 
what, possibly by competing with PABA. (3) KCN 
decreased oxygen uptake in both infected and non- 
infected eggs, the effect starting almost immediately and 
lasting usually for 9 days in the latter. (4) In both in- 
fected and non-infected eggs KCN significantly reduced 
the enhanced oxygen uptake produced by PABA, but 
the effect of PABA predominated and the uptake of 
oxygen was still greater than that in controls and high 
enough to inhibit rickettsial growth. (5) Folic acid 
(though PABA forms part of its molecule) neither 
increased oxygen uptake nor affected rickettsial multi- 
plication in infected eggs in a concentrate equivalent to 
3-3 mg. PABA. The use of 21 mg. folic acid (corre- 
sponding to 6-6 mg. PABA) was associated with 80% 
embryo mortality. 

It appears likely that the action of PABA in preventing 
rickettsial multiplication is indirect and due to stimulating 
increased respiration in the host cells. 

G. T. L. Archer 


For Q fever see Section Hygiene and Public Health, 
Abstract 1554. 
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1892. ‘Treatment of Epidemic Typhus with Chloromycetin 
E. H. Payne, J. A. KNAupT, and S. PALacios. Journal 
of Tropical Medicine and Hygiene [J. trop. Med. Hyg.) 51, 
68-71, April, 1948. 4 figs., 2 refs. 


Chloromycetin is an antibiotic obtained by Ehrlich, 


‘Bartz, Smith, Joslyn, and Burkholder (Science, 1947, 


106, 417) from an actinomyces isolated from the soil 
of a field near Caracas in Venezuela. It has been found 
by Smadel and Jackson (Science, 1947, 106, 418) to be 
active against psittacosis virus and against a number of 
rickettsiae in mice and in the developing chick embryo, 


Rickettsia prowazeki, R. mooseri, R. rickettsi, R. orientalis, — 


and R. akari. It has now been used on patients in 
Bolivia with epidemic louse-borne typhus. Sixteen cases 
were treated. The antibiotic may be given intravenously 
or by mouth. Intravenous medication consists of doses 
of 10 mg. per kilo body weight for 3 days, while by mouth 
at least 15 mg. per kilo of body weight may be given 
without’ toxic reactions for the same period. The 
results are striking after intravenous injection. After 
slow intravenous administration headache and vision 
began to improve rapidly and 3 hours after the end of 
the injection headache and backache had gone and vision 
was normal. The effect of oral.dosage was slower and 
improvement took 8 to 12 hours; this may have been 
due to the fact that the tablets took some time to dis- 
integrate. Five normal controls took the drug without 
toxic effects. G. M. Findlay 


BACTERIAL INFECTIONS 
1893. Benadryl in Acute Lepra Reactions 


L. A. Box. Hawaii Medical Journal [Hawaii med. J.] 7, 


303-304, March-April, 1948. 


In 3 cases of spontaneous acute lepra reactions 
“benadryl”, in dosage of 50 mg. three times a day, 
appeared to shorten considerably the duration of the 
reaction and rapidly to relieve symptoms such as pain and 
sweating. Favourable results were also obtained in 
4 cases of acute lepra reactions apparently precipitated 
by “ promin”’ therapy. Two patients with leprosy who 
developed major tuberculoid reactions also received 
benadryl but the results were inconclusive. None of the 
9 patients developed fresh ulceration during the reaction. 

J. L. Markson 


1894. Local Treatment of Carriers of Virulent Diphtheria 

with Penicillin 

A.J. Levy. Journal of the American Medical Association 

a Amer, med. Ass.) 136, 855-857, March 27, 1948. 
refs. \ 


The author recalls that the incidence of diphtheria 
carriers among the population is given by Rosenau as 
1 to 2% and by Zingher as 4 to 5%. The occurrence of 
an acute case of the disease is accompanied by a marked 
increase in the carrier rate (in institutions a rate of 14% 
has been reported; in the general population 3 to 
83%). Kocher and Siemsen (Ann. intern. Med., 1946, 
24, 883) treated 31 carriers with penicillin intramuscularly 

M—2N 


and locally as lozenges and sprays, and the condition 
responded promptly in 74%. 

In this paper it is stated that intramuscular penicillin 
is of little value for carriers and acute cases. The author 
successfully treated 4 carriers of virulent diphtheria 
bacilli by local application of penicillin. In 3 of the 
cases he used lozenges (1,000 units) 2-hourly for 6 days 
and in the fourtha spray (10,000 units per ml. 2-hourly) 
for 6 days. He considers that penicillin has a powerful 
action on diphtheria bacilli when it is applied locally, 


repeatedly, and in adequate concentration. 


[The ages of- patients and carriers are not given. The 
site of the bacilli is stated in 2 cases only. The organisms 
in 13 out of 15 carriers were non-virulent—a surprising 
proportion; a pharyngeal carrier of diphtheria bacilli is 
described as a carrier of pharyngeal diphtheria.] 

Maurice Mitman 


1895. Tonsillectomy in Diphtheria Bacilli Carriers. 
(Tonsillektomi hos difteribasillbaerere) 

J. Husesy. Nordisk Medicin (Nord. Med.] 37, 638-641, 
March 27, 1948. 3 figs:, 22 refs. 


During the wartime epidemic in Oslo, 3,554 cases of” 
diphtheria were admitted to Ulleval Hospital; from 231 
tonsils and/or adenoids were removed because they still 


carried bacilli 4 to 8 weeks later. Of these patients 19 


who had a negative swab immediately before operation 
and 9 others are excluded from the series. Swabs were’ 
tested for growth on ox serum and_ blood-tellurite 
(Clauberg IID; organisms were not typed and guinea- 
pig tests were carried out only if the clinical or bacterio- 
logical diagnosis was in doubt. Swabs were taken about 
every 2 days post-operatively. Tonsils only were re- 
moved in 144, adenoids only in 8, and both in 51. The © 
only. complications were occasional bleeding and rises 
of temperature; there was no wound diphtheria. 
Between 1945 and 1946 (when the epidemic was abating) 
material from each crypt of each tonsil removed (20 pairs) 
was plated out and diphtheria bacilli were grown from all 
but 3 cases. The histologist reported tonsillitis from only 
half the cases, and in no case were bacilli demonstrated 
in the sections. 

Of the 203 patients discussed only 5 still had a positive 
swab on discharge, and these were all discharged before 
the end of the second week; 4 of the swabs gave a 
positive result only on blood tellurite. On the average 
the first swab ‘after operation was taken on the sixth day 
and the percentages of patients found to have become 
consistently negative (judged by subsequent swabs) at 
various stages were: 58 at the first test after operation, 
64 at 1 week, 84 at 2 weeks, 93 at 3 weeks, 96 at 1 month, 
and 98 at 3 months. The average time to the first 
negative swab was 10 days—7 days if only throat swabs 
had been positive before operation and 14 days if both 
nose and throat swabs had been positive. The per- 
centage with a negative first swab after operation was 
much lower in the latter group (47 against 86%). 

The author concludes that in the absence of general 
immunization carriers are a public menace. Operation 
is the most effective method of treatment, and in the 


absence of diphtheritic carditis should be performed 
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5 to 6 weeks after the acute attack. Nasopharyngeal 
lesions are often the cause of the persistence of the 
bacilli, and tests for freedom from bacilli must be made 
on blood-tellurite media and not on serum. 

A. M. M. Wilson 


See also Section Hygiene and Public Health, Abstracts 
1548-53, and Section Microbiology, Abstracts 1694, 
1698. 


1896. Encephalopathies Following Prophylactic Pertussis 
Vaccine 

R. K. Byers and F. C. Moi. Pediatrics [Pediatrics] 1, 
437-457, April, 1948. 10 figs., 36 refs. 


During 1939 to 1947 inclusive 15 children were 
admitted to the Boston Children’s Hospital with con- 
vulsive encephalopathy following prophylactic inocula- 
tion with pertussis vaccine. Twelve were boys and 
3 girls; the ages at the time of inoculation varied from 
5 months to 18 months. All the children had apparently 
developed normally up to the time of immunization, and 
none had had convulsions. In 3 cases a family history 
of epilepsy, hydrocephalus, and febrile convulsions in 
siblings was obtained. There was no significant geo- 
graphical grouping or concentration of cases in particular 
years. In 12 cases fluid pertussis vaccine alone was used; 
in the other 3 it had been given combined with diphtheria 
prophylactic or tetanus toxoid. The vaccines came from 
different manufacturers, and the usual doses were given. 

Six children reacted explosively to the first dose, 3 
to the second dose, and 6 to the third dose; 3 children had 
reactions after successive injections. The time of onset 
of symptoms varied from 20 minutes to 72 hours after 
the inoculation. Convulsions varying in duration from a 
few minutes to several days were the salient symptom; 
in all cases there were varying degrees of impairment of 
consciousness. In 6 cases admitted during the acute 
illness neurological abnormalities such as hemiplegia, 
exaggerated reflexes, and Babinski’s sign were found, and 
in most the cerebrospinal fluid showed a moderate in- 
crease in protein and lymphocytes. In the blood there 
was a polymorphonuclear leucocytosis. The duration of 
the acute illness varied from 36 hours to 10 days. 

A follow-up study of the cases showed that only 1 child 
appeared normal; the 14 others had varying degrees of 
mental or physical impairment. Two presented signs of 
progressive dementia and recurrent fits, terminating in 
death; 9 had cerebral palsies, recurrent convulsions, or 
mental retardation, and in the remaining 3 there was some 
remission of the neurological symptoms which might have 
indicated a healing stage. Pneumoencephalography was 
performed in 8 cases during the follow-up period, and in 
6 ventricular dilatation was demonstrated. Four out of 
10 electroencephalograms showed some abnormality. 

During the same period of 10 years 8 cases of en- 
cephalitis following smallpox vaccination were admitted 
to the hospital; hence, encephalitis following pertussis 
immunization is either more common or more severe 
than that following vaccination against smallpox. 
During the same period, 26 cases of acute or chronic 
encephalopathy accompanying pertussis itself were ad- 
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mitted. The outcome was good in 6 of these children, 
7 died from the acute illness, 3 were untraced, and the 
remaining 10 showed some evidence of persistent brain 
damage. 

Various aetiological factors may be concerned. Con- 
stitutional disposition is suggested by the male preponder- 
ance and neuropathic family histories; that encephalo- 
pathy is due to a specific toxin is suggested by the 
findings of other workers, but against this is the unstable 
nature of toxins of Haemophilus pertussis “in properly aged 
vaccines ”’, and the rapid onset of symptoms yields strong 
evidence against an antigen-antibody response being the 


“cause of the process. In view of the risk of encephalo- 


pathy attending the use of pertussis vaccine, efforts to 
diminish the hazard by modification of the vaccine or new 
methods of administration seem indicated. 

P.T. Bray 


1897. Disease of the Circulatory System in Relation to 
Brucellosis. (Las enfermedades cardiovasculares en el 
curso de la brucelosis) 
S. R. AMUCHASTEGUI. Revista de la Asociacion Médica 
Argentina [Rev. Asoc. méd. argent.] 62, 137-153, March 
15-30, 1948. 51 figs. 


The author reports on the work of the Permanent 
Commission for the Study of Brucellosis in the province 
of Cordoba. He investigated circulatory complications 
in 116 patients, 61 adults and 55 children, during the 
course of undulant fever. Besides functional disorders 
(bradycardia, tachycardia) .among the adults and 
children, organic lesions were frequently diagnosed. 
Mitral and aorticincompetence, mitral and aortic stenosis, 
pericarditis and myocarditis, and disease of the coron- 
ary vessels are enumerated. The electrocardiographic 
examinations revealed anomalies in 93-3%. There were 
irregularities of rhythm and conductivity, and partial 
bundle-branch block. As brucellosis is one of the most 
frequent infectious diseases in this province and affects 
about 50% of the population, an investigation of the 
connexion between it and various cardiac disorders is of 
importance. Franz Heimann 


1898. Radiology of Bone Disease in Brucellosis. (Radio- 
logia de las localizaciones oseas de la brucelosis) 

S. Di Rienzo. Revista de la Asociacion Médica Argen- 
tina [Rev. Asoc. méd. argent.] 62, 153-164, March 
15-30, 1948. 30 figs., 18 refs. 


In the introduction to this paper the author refers to 
the close connexion between brucellosis and pathological 
changes in the bones. Although some authors think that 
the incidence of bone and joint disease in brucellosis only 
amounts to 10%, the majority consider the proportion 
affected to be much higher. In the province of Cor- 
doba all varieties of brucellosis occur, being due to 
Brucella melitensis, or Br. abortus (Bang), or Br. suis. 
In the north of Cordoba women and children are mostly 
affected, as they look after goats and stables, whilst in the 


-south men are exclusively infected by their handling 


of cattle and pigs. Changes in bones and joints in- 
clude osteo-periostitis, osteomyelitis, osteo-arthritis, and 
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spondylitis; these may appear in acute, subacute, and 
chronic forms. 

In the initial stage of the illness pain in the joints, 
swelling, and effusions occur. The main changes are in 
the knee-joint, wrist, elbow, hip, symphysis pubis, and 
sacro-iliac joint, while either the fingers, ribs, and 
temporo-maxillary joint remain free or the lesions are 
not visible in radiographs. In later stages the radio- 
graph shows destructive or proliferative changes in bone. 
In spondylitis the lumbar part of the vertebral column is 
mainly affected; lesser lesions, however, are also found in 
other vertebrae at some distance from the principal 
focus. In the radiograph lesions are visible not only in 
the vertebrae but also in the intervertebral disk, the 
cartilage, and the vertebral apophysis. As regards 
prognosis the osteo-periostitis and osteo-arthritis usually 
improve satisfactorily, especially the former. In spondy- 
litis the prognosis depends on the extent of the anatomical 
changes. Franz Heimann 


See also Section Hygiene and Public Health, Abstract 
1555. 


1899. Spinal-cord Lesions in Cerebrospinal Fever. 
Report of Four Cases 

J.W. A. TuRNER. Lancet [Lancet] 1, 398-402, March 13, 
1948. 39 refs. 


The author describes two main types of cord lesion 
which may occur during the acute phase of cerebrospinal 
fever: an acute transverse myelitis and a poliomyelitic 
type. He refers to 2 cases of the former in the literature, 
observing that this type of lesion may be inflammatory 
or, alternatively, the result of thrombosis. Four 
cases of the poliomyelitic form are also quoted from 
the literature and 2 personal cases are described in 
detail. During the first few days of a typical attack of 
cerebrospinal fever there is a rapid onset of a flaccid 
paralysis of one or more limbs, with disappearance of 
tendon-jerks but no impairment of sensation. The 
paralysis may spread to other limbs in the next 48 hours. 
In 2 or 3 weeks muscle wasting appears and, in the more 
severely affected muscles, reaction of degeneration on 
electrical testing. The prognosis is the same as in anterior 
poliomyelitis. 

Symptoms of a spinal-cord lesion may develop some 
time after recovery from an acute attack of cerebrospinal 
fever and are due to a diffuse arachnoiditis which con- 
Sstricts the cord and interferes with its blood supply. 
Two personal cases are described, and reference is made 
to 11 cases from the literature. An identical clinical 
picture may follow benign lymphocytic choriomeningitis 
or may develop without previous meningeal infection. 
The onset of symptoms varied from 4 weeks to 7 years 
after the acute illness. The clinical picture of the fully- 
“developed disease is that of a spastic paraparesis or tetra- 


paresis with, in many cases, affection of sphincter control. 


Lumbar puncture gave manometric findings and protein 
content similar to those found in subarachnoid block. 
Myelograms showed either a complete or a partial hold- 
up of the iodized oil. Laminectomy was carried out in 
6 of the 13 cases. In cases in which extensive adhesions 
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involve the spinal cord little benefit results from attempts 
to separate the adhesions. When the cord is not involved 
there is hope of improvement following blunt dissection. 
Necropsy was performed in 2 cases. The arachnoid 
showed chronic inflammation and there were intra- 
medullary changes in the spinal cord. Cavitation within 
the cord was found in 1 case, and this was considered to 
be due to impaired blood supply. Geoffrey McComas 


1900. Experimental Chemotherapy in Glanders and 
Melioidosis 

W. R. MILter, L. PANNELL, and M.S. INGALLS. Ameri- 
can Journal of Hygiene [Amer. J. Hyg.] 47, 205-213, 
March, 1948. 21 refs. . 


Tests were carried out in vitro on 3 strains of Malleo- 
myces mallei and on 1 strain of M. pseudomallei. These 
were grown in beef extract broth containing 1% peptone 
and subcultures were made at frequent intervals for 7 
or 14 days to estimate the effect of drugs on the growth of 
the cultures. Jn vivo tests were carried out in hamsters 
inoculated intraperitoneally with the organism and 
subcutaneously with the drug. Surviving animals were 
observed for 90 to 126 days. The lowest effective 
bacteriostatic levels in vitro were as follows: sodium 
sulphadiazine 5 to 25 mg. per 100 ml., ‘* sulphamerazine ” 
50 mg, per 100 ml.; penicillin 1,000 units per ml., strepto- 
thricin 0-1 to 1 unit per ml.; streptomycin 10 units per 
ml. Thus sulphadiazine was the most active compound 
in vitro. The organism readily became resistant to 
sulphonamides in vitro. Hamsters infected with M. 
mallei could be saved by giving 50 mg. sodium sulpha- 
diazine daily for 15 to 20 days; treatment lasting only 
for 7 days was much less effective. The infection was 
suppressed in all animals within 48 hours after the 
beginning of treatment; in those animals in which 
sterilization was incomplete the infection reappeared some 
or many days after the end of treatment, and caused the 
death of the animal. Penicillin had no influence on the 
infection in hamsters, while streptomycin usually pro- 
duced only a slight prolongation of life (in a single experi- 

‘ment with streptomycin, 3 out of 8 hamsters survived). 
For human therapy it is recommended that sulphadiazine 
be used; it should be given in prolonged courses. 

F. Hawking 


1901. Pneumonic Plague in 
G. Wynne-GriFFiTH. Lancet eae 1, 625-627, 
April 24, 1948. 25 refs. 


Although plague is endemic in Burma the pneumonic 
form is rare. This is the first occasion on which pneu- 
monic plague has occurred in a continuous series of 
cases in Rangoon. During the period May, 1945, to 
August, 1946, 151 cases of bubonic plague were notified, 
the peak occurring in March with 47 cases. From 
August until late September, 1946, the city was free from 
infection. Seventeen cases of bubonic plague had 


occurred during the month of April, 1945, in the village 


where the present outbreak occurred. The initial focus 
was in the compound of a small soap factory. The 
presence of pneumonic plague was not suspected until 
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10 persons had died, but the correctness of the diagnosis 
in these early cases could be confidently assumed. 
Eventually 16 cases occurred, the epidemic lasting from 
September 21 until October 11. The organism was 
recovered from the sputum either by culture or guinea-pig 
inoculation. 

After the outbreak was discovered the most intensive 
search for contacts and arrangements for their surveil- 
lance brought the epidemic to a close. Although vac- 
cination was offered the epidemic had stopped before its 
application could have had effect. 

The author comments on-the vagaries of the infectious- 
ness of the disease; the outbreak did not seem highly 
infectious for- there were over 100 close contacts with 
only 16 actual cases. The preventive measures were 
probably important in limiting the diffusion of infection, 
but the author agrees with most authorities in concluding 
that the diffusibility of the pneumonic variety is not great, 
in that preventive measures are of secondary importance. 

T. Anderson 


See also Section Hygiene and Public Health, Abstract 
1557. 


1902. Salmonella Birkenhead: A New Salmonella Type 
Causing Food-poisoning in Man 

J. Taytor and H. DouGias. Journal of Clinical 
Pathology [J. clin. Path.) 1, 237-239, Aug., 1948. 10 refs. 


A new Salmonella type, Salm. birkenhead, with the 
antigenic structure VJ, VII; c<——> 1,6 has been described. 
The VI antigen was not detected in any of the strains. 
This organism was isolated from the faeces of 8 cases 
of food-poisoning and 1 symptomless carrier. The 
difference in antigenic structure and clinical disease 
caused by Salm. birkenhead and the closely related 
organisms Salm. paratyphi C, Salm. cholerae-suis and 
Salm. cholerae-suis var: kunzendorf, are discussed. 
—[Authors’ summary.] 


1903. Melioidosis Treated with Sulphonamides and 


Penicillin 

E. J. Harries, A. A. G. Lewis, J. W. B. WARING, and 
E. J. Dowuinc. Lancet [Lancet] 1, 363-366, March 6, 
1948. 3 figs., 7 refs. 


Melioidosis, a disease of rodents, occasionally trans- 
mitted to man, occurs in the Far East. The causal 
organism Bacillus whitmori (Malleomyces pseudomallei) 
has been shown to be sensitive to sulphonamides but 
not to ordinary concentrations of penicillin. The rarity 
of human disease in man and of diagnosis before death 
together with the great variations in clinical severity 
{ranging from an acute choleraic attack to a chronic 
indolent subcutaneous abscess] make the assessment of 
any form of treatment difficult. The authors report 
5 cases in adult males; 1 with hepatic and splenic 
abscesses and another with multiple pulmonary abscesses 
were treated with sulphonamides without response and 
both proved fatal. The remaining 3 cases, 1 with sub- 
cutaneous abscesses and 2 with pulmonary lesions, were 
given combined sulphonamide and penicillin therapy 
and all 3 patients recovered. The authors consider that 
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the disease in its early stages should respond to sulphon- 
amides alone, but that when suppuration has occurred 
treatment should be as follows: “ sulphamezathine ” 2 g, 
4-hourly for at least 10 days; incision or aspiration of 
accessible abscesses with local penicillin; and, if there 
is no rise in B. whitmori agglutination titres, active 
immunization by vaccines. The authors stress the tenta- 
tive nature of their conclusions. E. H. R. Harries 
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1904. Treatment of Pulmonary Tuberculosis by Strepto- 
mycin Injection into the Cavity. First Results with 
Streptomycin. (Die intracavernése Therapie der Lungen- 
tuberkulose. Unsere ersten Resultate mit Streptomycin) 
E. TANNER, E. BALSIGER, P. OCHSNER, and O. STAM. 
Schweizerische Medizinische Wochenschrift (Schweiz. . 
med. Wschr.] 78, 220-223, March 13, 1948. 7 figs., 
11 refs. 


Six patients with tuberculous cavities were treated 
with streptomycin; in 5 the lesions were of the acute 
exudative type, and one had an excavated lesion of long 
standing with recent spread. Collapse therapy had been 
unsuccessful, and the condition was deteriorating in spite 
of up to 9 months’ strict rest in bed. One ml. of a solu- 
tion containing 0:2 to 0-5 g.-of streptomycin was in- 
jected directly into the cavity after aspiration of the con- 
tents. The instillation was repeated daily up to a total 
of 18 to 29 g. In addition, 5 of the patients received 
13-5 to 75 g. intramuscularly. Four patients responded 
well. The cavities became considerably smaller, and 
there was improvement in the general condition and 
decrease in the quantity of sputum, which ceased to 
contain tubercle bacilli in 3 cases. Two patients did 
not improve; both coughed up the instilled solution 
regularly; 1 died from Addison’s disease; the other had 
received 115 g. of intramuscular streptomycin during the 
previous 5 months without any appreciable improvement, 
and it is suggested that the infecting organisms were 
highly resistant. The authors have performed about 
600 injections into the cavity by the method they describe 
and have not observed a single serious complication. 

[The effect of the instillations into the cavity is not 
clearly demonstrated. Presumably in the 2 cases failing 
to respond, the draining bronchus remained patent. It 
may well be that the improvement in the remainder 
resulted from intramuscular administration of strepto- 
mycin together with an alteration in the mechanics of the 
cavity by the repeated aspirations.] J. R. Bignall 


1905. Streptomycin Treatment in Intestinal Tuberculosis. 
(Die Streptomycinbehandlung der Darmtuberkulose) 

N. Markorr.. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 78, 329-332, April 10, . 
1948. 5 figs., 8 refs. 


A preliminary report is given of the beneficial effect of 
streptomycin in the treatment of 5 cases of ulcerative 
intestinal tuberculosis. The streptomycin was ad- 
ministered parenterally and by means of high enemata, 
in a strength of 250 mg. per 500 ml. of normal saline; 
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a few drops of tinct. opii prevented local irritation. Daily 
enemata are given for 14 to 15 days and are well tolerated. 
By elevating the pelvis and placing the patient on the 
right side it is possible to make the solution pass through 
the ileocaecal valve. A 6-month survey showed that 
there was invariably an improvement in the radiological 
findings, a decrease in the toxaemia, and a general subjec- 
tive improvement. Complete regression of the intestinal 
lesions has not yet been observed. The results so far are, 
however, eminently satisfactory, considering the hope- 
lessness of the condition. Streptomycin in intestinal 
tuberculosis must, however, be given in a hospital or 
sanatorium where the pulmonary and general condition 
can be accurately assessed. Harold Jarvis 


1906. Observations on Streptomycin in Tuberculosis. 
IV. Importance of the Cerebrospinal Fluid Picture in 
Tuberculous Meningitis Treated with Streptomycin. 


‘(Osservazioni sulla streptomicina nella infezione tuber- 


colare. IV. Importanza del quadro liquorale nelle 
meningiti t.b.c. trattate con streptomicina) 

L. Marton. Clinica Pediatrica [Clin. pediat., Bologna] 
29, 716-724, Dec., 1947. 


The author discusses the character and components of 
cerebrospinal fluid in 40 cases of tuberculous meningitis, 
treated with streptomycin. 

As well as an often transitory opalescence the author 
noted the appearance of xanthochromia in his cases. 
There is 2 transitory increase in the cellular elements—the 
lymphocytes in particular—after the intrathecal injection 
of streptomycin, and this is associated with an accentua- 
tion of the clinical signs of meningitis lasting for 5 to 6 
hours. The cellular increase lasts for 48 hours. Albu- 
min and globulin are little influenced. Changes in the 
glucose level depend largely on the progress of the 
disease. There are transient sporadic variations of 
pressure, possibly associated with drug impurities. The 
irritative action associated with early injections of 
streptomycin does not persist. 

In assessing the prognosis in his cases the author finds 
the level of glucose in the cerebrospinal fluid to be the 
most helpful observation. When this is below normal, 
treatment should not be stopped. The clinical condition 
and the state of other components of the cerebrospinal 
fluid must also be borne in mind. Variations in the 
latter are of increased value, if streptomycin is not being 
used at the time. He gives details of the findings in 8 


_ cases in discussing this point. In some cases after cure 


cellular and protein changes persist. The author 
Suggests that these changes are due to structural changes 
in the choroid plexus, the result of the antecedent disease 
process. J. Maclean Smith 


1907. Sensitivity of the Tubercle Bacillus to Strepto- 


mycin before and during Specific Therapy 

J. S. Sapusk and W. E. Swirt. Journal of Clinical 

pr giao [J. clin. Invest.] 27, 278-282, March, 1948. 
refs. 


The in vitro sensitivity to streptomycin of tubercle 
bacilli isolated from’ sputum or gastric contents was 


studied in 16 patients with pulmonary tuberculosis who 
received 1-8 g. of the drug daily for 4 months. The 
tests were carried out in a modified Dubos—Davis 
(albumin—“ tween ’’-synthetic) medium. By the end of 
1 month of treatment isolation was unsuccessful in 2 
cases; a 10-fold increase in resistance was found in 3; 
and sensitivity was unchanged in the other 11. After 
2 months the number of culture-negative specimens had 
risen to 5; 4 strains showed a 10-fold or greater increase 
in resistance (in 1 the increase was 100-fold and in 1 
it was 1,000-fold); in the remaining 7 strains sensitivity 
was either unchanged or had risen less than 10-fold. 
After the third or fourth month of therapy 7 cultures in 
the 16 cases had reverted to negative; all of the 9 isolated 
strains showed at least a 10-fold increase in resistance; 
in 5 of these the increase was from 10-fold to 50-fold, and 
in 4 it was from 100-fold to greater than 2,000-fold. 
It was not possible to obtain any correlation between the 
resistance of bacilli to streptomycin and the clinical 
course under treatment in this small group of patients. 
P. D'Arcy Hart 


1908. Sulphetrone: A Chemotherapeutic Agent for 
Tuberculosis: Pharmacology and Chemotherapy 

G. BROWNLEE, A. F. GREEN, and M. Woopsine. British 
Journal of Pharmacology and Chemotherapy [Brit. J. 
Pharmacol.] 3, 15-28, March, 1948. 7 figs., 11 refs. 


A sulphone compound developed in 1938 and named 
sulphetrone (4,4-bis ‘(y-phenyl-n-propylamino) di- 
phenylsulphone-tetrasodium sulphonate) has been 
examined since 1941 as a possible chemotherapeutic 
agent in tuberculosis. Physical properties include con- 
siderable solubility in water and stability of neutral 
solutions to autoclaving. From acute and chronic 
toxicity experiments in animals it is concluded that 
sulphetrone is “‘ virtually non-toxic in acute experiments, 
and has low toxicity in prolonged ones”; orally ad- 
ministered, sulphetrone is considered to be “ the least 
toxic of the sulphones ”’, as it is less toxic than “* promin,”’ 
* diasone ”, and “ promizole”. The toxic manifesta- 
tions of prolonged administration in some laboratory 
animals include a haemolytic anaemia, an iron-deficiency 
anaemia amenable to iron treatment, and a nutritional 
anaemia amenable to yeast. The drug has also a 
slight goitrogenic effect of the type usual with the 
sulphonamide and sulphone drugs. Although a raised 
alkali reserve was found in experiments on acute toxicity, . 
equilibrium was re-established after a period of ad- 
ministration. Absorption and excretion of sulphetrone 
were studied; the drug is slowly absorbed from the 
intestinal tract, mostly from the small intestine; it 
penetrates all tissues, except the brain and cerebrospinal. 
fluid, rapidly, giving a concentration similar to that in 
blood. Sulphetrone is believed not to be hydrolysed 
in the body to its parent substance diaminodiphenyl- 
sulphone. Tested in vitro, the tuberculostatic activity 
of sulphetrone was greater than that of promin and 
approximated closely to that of diaminodiphenylsul- 
phone; activity was reversed by para-aminobenzoic acid 
at sufficient concentration. [See also Abstracts 1909-10.] 

P. D’Arcy Hart 
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1909. The Treatment of Experimental Tuberculosis with 
Sulphetrone 

G. BROWNLEE and C. R. KEeNNeDy. British Journal of 
Pharmacology and Chemotherapy (Brit. J. es 3, 

29-36, March, 1948. 7 figs., 9 refs. 


Guinea-pigs infected experimentally with heavy doses 
of virulent bovine-type and human-type tubercle bacilli 
received “‘ sulphetrone ” as 2% of the diet (about 0-6 g. 
daily), giving blood concentrations of 5 mg. per 100 ml. 
Administration was started 2 weeks after the infection 
and thereafter was continuous. Survival times were 
longer in the drug-treated groups than in the con- 
trols, and in the treated animals which died there 
was definite histological evidence of healed tubercles, 
including calcification, in spleen, liver, lungs, and 
lymph nodes. However, in a sub-group in which drug 
treatment was discontinued after a period, there was 
recrudescence of the disease, with a fatal issue. It is 
concluded that sulphetrone has a suppressive effect on 
heavy experimental tuberculous infection, but that, like 
other sulphones, it does not eradicate the infecting 
bacilli. [See also Abstract 1908.] P. D'Arcy Hart 


1910. The Chemotherapeutic Action of Streptomycin, 
Sulphetrone, and Promin in Experimental Tuberculosis 
G. BROWNLEE and C. R. KENNEDY. British Journal of 
Pharmacology and Chemotherapy (Brit. J. Pharmacol.] 3, 
37-43, March, 1948. 2 figs., 14 refs. 


Four groups of guinea-pigs, and 1 control group, were 
infected with human-type tubercle bacilli to give a 
slow chronic infection. The 4 groups were treated from 
3 weeks later for a period of 24 weeks with, respectively, 
* promin ”’ 0-5% in the diet, “ sulphetrone ” 2% in the 
diet, streptomycin (base) 10 mg. daily intraperitoneally, 
sulphetrone 2% with streptomycin 10 mg. daily. At the 
end of the experiment all surviving animals were killed. 
On the bases of survival time, weight change, and macro- 
scopic and microscopical evidence of tuberculosis at 
necropsy, all drug-treated groups showed some pro- 
tection, this being in the following ascending order of 
magnitude: promin, sulphetrone, streptomycin, sulphe- 
trone with streptomycin. The superiority of protection 
with the combined therapy was such as “ to be clearly 
synergistic’; even so the disease was progressive in 
tendency. The authors conclude that trials of combined 
sulphetrone and streptomycin therapy in human tuber- 
culosis are justified. P. D’Arcy Hart 


1911. Promin in Experimental Tuberculosis: Anti- 
tuberculosis Effects of Sodium P,P’-Diaminodiphenyl- 
sulfone-N,N’-Didextrose Sulfonate (Promin) Administered 
Subcutaneously. (A Preliminary Report) 

W. H. FELDMAN, A. G. KARLSON, and H. C. HINSHAW. 
Proceedings of the Staff Meetings of the Mayo Clinic 
[Proc. Mayo Clin.] 23, 118-125, March 3, 1948. 1 fig., 
10 refs. 


The significant suppressive effect of the sulphone, 
“* promin ”’, was originally based on oral administration 
of the drug. In the subsequent trials of the drug in 


patients with tuberculosis, it was also usually given by 
this route, but the tolerance was found to be considerably 
lower than in the guinea-pig and toxic reactions, especially 
anaemia, while reversible, proved serious limiting factors, 
Although the toxic symptoms were less evident after 
intravenous administration, so also was the benefit, 
Recently the question of route of administration has 
been raised again, because significant benefit has been 
obtained in leprosy, with a similar advantage of lower 
toxicity, by intravenous medication (14 days on, 7 days 
off, indefinitely). It would be valuable, the authors 
argue, if promin, when on clinical trial in tuberculosis 
in combination with streptomycin, could be given 
parenterally rather than orally, and yet could be thera- 
peutically effective. Accordingly they tested the effec- 
tiveness of promin given subcutaneously in experimental 
tuberculous infection in guinea-pigs. The animals were 
grouped as follows: Group (1) untreated controls. 
Group (2) received promin 1% in the food (approx. 
400 mg. daily). Groups (3) to (7) received promin 
subcutaneously 100 mg. to 1,600 mg. daily. Group (8) 
received streptomycin, 6 mg. daily. The infecting dose 
was 0-1 mg. (moist weight) of H37 Rv subcutaneously; 
drug treatment started at 26 days and the experiment 
ended at 102 days. The results of this, the first experi- 
mental test of promin parenterally in guinea-pigs, showed 
that the drug at all doses was as effective subcutaneously 
as orally—though some toxicity was also evident as the 
treated animals gained less weight than the untreated, and 
a moderate anaemia and irritation at the site of the 
injection were observed. The authors conclude that in 
combination with streptomycin for treatment of clinical 
tuberculosis [in which the effectiveness of parenterally- 
administered promin has still to be proved], parenteral 
medication may be tried instead of oral. In view of the 
local intolerance to subcutaneous injections by the guinea- 
pig, and the fact that in human beings intramuscular 
injections of this drug produce pain and induration, they 
suggest the intravenous route for man. 
P. D’Arcy Hart 


1912. p-Aminosalicylic Acid in the Chemotherapy of 
Tuberculosis. (p-Aminosalicylsiure in der Chemo- 
therapie der Tuberkulose) 

L. RAGAZ. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 78, 332-334, April 10, 1948. 
24 refs. 


In view of the high wax and lipid content of the 
tubercle bacillus, its metabolism and the effect of lipo- 
phile substances on it have been studied, in an attempt 
to find new chemotherapeutic agents. Investigations 
showed that the addition of certain substances, among 
which is salicylic acid, increases the oxygen consumption 
of certain pathogenic saprophytic organisms. Salicylic 
acid acts apparently as a catalyst in the oxidative pro- 
cesses of bacterial metabolism. Of the series of salicylate 
derivatives investigated, p-aminosalicylic acid was 
especially studied because of its marked tuberculostatic 
effect and low toxicity. As a rule, the drug has been 
given in high dosage, 10 to 15 g. daily for a week in 
alternative weeks. Treatment has usually been carried 
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out for several months. There was rapid improvement 
in 60 to 70% of cases of pulmonary tuberculosis, with 
amelioration of all the clinical signs. A 10% solution 
of the drug may be employed in the local treatment of 
tuberculous empyema and abscesses. It has so far failed 
to cure patients with tuberculous meningitis and miliary 
tuberculosis, but clinical experience is still too small to 
permit critical assessment of its value. Harold Jarvis 


1913. Tuberculous Meningitis 
J. SCHWARZ. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 57, 63-94, Jan., 1948. 11 figs., 72 refs. 


Tuberculous meningitis is more common in childhood, 
being frequently a complication of the primary complex. 
It occurs in about 45% of all cases of generalized miliary 
tuberculosis, but in 3 to 30% of meningitic cases general- 
ized miliary tuberculosis is absent. The author supports 
the thesis of Rich and McCordock (Bull. J. Hopk. Hosp., 
1933, 52, 5) [and Korteweg (1923)] that most cases of 
tuberculous meningitis result from infection of the 
cerebrospinal fluid by a small tuberculoma in the super- 
ficial parts of the brain or its meninges. He found a 
tuberculoma in 64% of 42 cases in which the brain was 
cut into thin slices. Others, using the same technique, 
found a tuberculoma in 94% of 82 cases (Rich and 
McCordock), 91% of 11 cases (McMurray), 88% of 88 
cases (MacGregor and Green), 82% of 34 cases 
(Schornagel), 50% of 28 cases (Beres and ‘Meltzer), and 
41% of 39 cases (Ragins). In 23% of the above 324 cases 
a meticulous search failed to reveal a tuberculoma, while 
the reaction about some tuberculomata was slight. The 
tuberculoma may occur in a choroid plexus, but the affec- 
tion of the plexus (which, like the presence of ependymal 
tubercles, is almost constant) is rarely the initial focus 
of dispersion as Kment supposed, being only an incidental 
lesion of a surface structure. The inflammatory exudate 
due to the diffuse meningitic process accumulates most 
in the basal cisterns. The secondary involvement of the 
vessels traversing the diseased meningeal spaces may be 
gross. The affection of the arteries may lead to infarc- 


’ tive lesions (Hektoen), and of the veins to miliary 


tuberculosis of the viscera (MacGregor and Green). 
The author thinks that general blood stream dissemina- 
tion may be derived from cerebral tuberculoma [but the 
two examples are not convincing]. D. M. Pryce 


See also Section Pharmacology, Abstract 1621. 


1914. Can Tuberculous Mastitis Cause Contact Infection 
in a Breast-fed Child? (Felteheté-e a csecsem6 kontakt 
infektidja a szoptatd anya 

D. LAzAr. Orvosok Lapja (Orv. Lapja| 4, 471-472, 
April 4, 1948. 2 figs., 9 refs. 


A 32-year-old woman, operated upon for what was 
proved histologically to be tuberculous mastitis, reported 
that her breast-fed child had died 6 weeks before the 
operation. Although there was no record of medical 
observation of the infant during the illness or of a 
necropsy, the mother’s description suggested that the 


infant had died of tuberculous meningitis. The author . 
regards a primary alimentary infection of the infant as 
probable. Vilma Samet 


See also Section Pathology, Abstract 1648. 
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1915. Sterile Splenic Abscess After Relapsing Fever 
L. A. Nasr. Lancet [Lancet] 1, 555-558, April 10, 1948. 
3 figs. 


This is an account of 7 cases of splenic abscess occur- 
ring within 3 months after an attack of relapsing fever. 
There seems to be little doubt of the aetiology, since all 
the cases followed the same kind of course and showed 
similar characteristics. The patients presented them- 
selves when the epidemic of 1945-4 in Upper Egypt was 
dying out. The splenic condition developed 2 to 3 weeks 
after the subsidence of the fever. Four males had no 
specific treatment for the primary disease; 3 females had 
had 2 or 3 injections of neoarsphenamine. The mode 
of onset in all cases was similar—a sudden pain under 
the left ribs, in some cases referred to the left shoulder 
or to the epigastrium; this pain gradually subsided and 
in some cases only was accompanied by pyrexia. A few 
weeks afterwards an abdominal swelling was noted in the 
left hypochondrium, and this mass increased and in 
some cases reached as low as the umbilicus or left iliac 
fossa. The mass was almost painless, did not move on 
respiration, and had a smooth rounded lower pole. In 
1 case only was the notch felt, but there could be little 
doubt that the mass was swollen spleen. In most cases 
the liver was also enlarged and it was more tender than 
the spleen. Radiography always revealed a raised im- 
mobile left dome of the diaphragm; sometimes the right 
dome was raised also. The blood picture varied; there 
was a tendency to lymphocytosis and eosinophilia, and 
to polymorphonuclear leucocytosis, when there was 
secondary pleural or pulmonary infection. The condition 
was confused at first with retroperitoneal sarcoma, but 
after 1 or 2 cases had been seen the correct diagnosis 
was easily made. 

The splenic abscess was drained by a small subcostal 
incision, followed by needling and application of a 
drainage tube. The pus in all cases was greenish-yellow, 
viscid, slimy, odourless, with yellow necrotic shreds; 
it was sterile in 6 cases and contained Staphylococcus 
aureus in 1 case. Microscopically, there were abundant 
necrotic debris and a variable number of pus cells; no 
organisms were found in films or cultures. Biopsy in 
early lesions showed much necrosis and suppuration; 
late lesions were characterized by fibrosis, thickening of 
arterioles, obliterative endarteritis, and perivascular 
lymphocytic cuffing. 

The author states that infarcts and necrosis are known 
to develop in the spleen in relapsing fever, but sterile 
splenic abscess is less well known. However, in this 
epidemic, out of 139 fatal cases, splenic infarctions were 
found at necropsy in 20% and abscess formation in 
11-5%. H. Stanley Banks 
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1916. Leptospiral Infections. A Survey 
J. G. MOLNER, K. F. Meyer, and H. A. RASKIN. Journal 


of the American Medical Association [J. Amer. med. Ass.] 


136, 814-819, March 20, 1948. Bibliography. 


Records of 228 cases of Weil’s disease have come to 
light fromra search of American literature. Since there 
is no reason to suppose that the risk of infection is less 


in U.S.A. than elsewhere, it seems certain that many ° 


cases are missed because they do not present the classical 
symptoms. Stress is laid on the need to consider lepto- 
spirosis in the differential diagnosis of acute febrile 
illnesses when signs of myalgia and conjunctivitis are 
present. [No mention is made of the important group of 
cases in which there are symptoms of meningeal 
irritation.] 

The authors review in detail 78 cases which have been 
diagnosed by serological methods in Detroit since 1937. 
The majority of patients (65 of 73) were males between the 
ages of 20 and 60; only 5 were females. This is the usual 
finding and reflects the greater risk run by men of these 
ages, whose work more often involves contact with rats. 
A table of the patients’ occupations shows that 18 
poultry-workers and 11 other persons engaged in 
handling food were infected. Accidental immersion in 
water accounted for 4 cases, and, with the exception of 
7 cases where no contact was established, the remainder 
of the patients had run the risk either at work or at home 
of direct infection from rats. [Workers in mines, sewers, 
and on the land, and cases of infection through bathing 
are not represented.] The poultry houses examined were 
heavily infested with rats, and worktables were not 
completely cleansed of blood and offal at night. Lepto- 
spira were isolated by injecting saline washings from the 
tables into guinea-pigs. The results of such inoculations 
were negative when the tables were washed and swabbed 
in the evening with dilute hydrochloric acid. [It is 
interesting to compare this finding with the high infection 
rate among fish workers in Aberdeen, where poor condi- 


tions prevailed (Smith and Davidson, J. Hyg., Camb., ~ 


1936, 36, 438), and with the low rate among fish workers 
in Grimsby which Hampson (Mon. Bull. Min. Hlth, 
1946, 5, 155) considers is the result of the scrupulous 
cleanliness maintained.] 

The death rate was 40% as compared with 25% for 
all American cases, and jaundice was present in every 
patient in the Detroit series. These two findings are 
probably associated, because jaundice is a sign of rela- 
tively severe infection. 

The agglutination reactions of the sera of 73 patients 
were tested against Leptospira icterohaemorrhagiae and 
L. canicola. Agglutination occurred with both species 
in a number of instances. From the relative agglutina- 
tion titres it is concluded that L. icterohaemorrhagiae 
was the infecting organism in 38 cases, and L. canicola 
in 2. The differential diagnosis in the remaining 33 is 
not considered to be clear, because the titres were of 
“diagnostic significance ’”’ with each species. Reference 
is made to the fact that para-specific reactions are known 
to occur with the heterologous species, at times “ yielding 
a value up to one-third the specific titer”. It is stated 
that “‘ except for this difference in titer, the main and the 


paraspecific reactions cannot be distinguished with 
certainty ’’, but in the next paragraph the authors con- 
sider that repeated tests combined with absorption tests 
would have decided the question. As an alternative to 
para-specific agglutination, the authors suggest that the 
cross-agglutination may be an anamnestic reaction 
resulting from former or latent infection with L. canicola, 
or that it may be due to double infections with the two 
leptospira. 

[The total number of cases reported in America over a 
period of more than 20 years is remarkably small. More 
than 70 cases were diagnosed serologically by the 
abstracter during the year 1947 in England, and it is 
generally agreed that many cases are missed in Britain. 
It is instructive to compare some of the Detroit find- 


ings with those of Walch-Sorgdrager (Bull. Hith Organ., ~ 


1939, 8, 143) for Holland, where the disease is well- 
recognized, and those of Broom and Alston (Lancet, 
1948, 2, 96) for England, where there is a growing 
but still incomplete awareness of the condition. The 
percentage rates for case mortality, presence of jaundice, 
and some of the different methods of infection are set out 
in the table. The differences are very striking and pro- 
bably reflect the greater interest in the disease taken in 
the Netherlands. 


Comparison of Results Obtained in Holland, England, and 
America 


Method of Infection 


Case | Presence | 


Mor- | of Jaun- Acci- 
tay, | | ating,| ental | 
sion, yA 
| % 
Holland .. 9-4 60 60 18 22 
England .. ye | 90 5 1 50 
America .. 40 100 0 5 65 


When considering the significance of the agglutination 
of both L. icterohaemorrhagiae and L. canicola the 
authors do not mention the paper by Gispen and 
Schiiffner (Zb/. Bakt. I. Abt. Orig., 1939, 144, 427). 
These workers found that infection with the ‘“ incom- 
plete biotype ”’ of L. icterohaemorrhagiae often produced, 
in the early stages of the disease, para-agglutination of 
L. canicola to a titre as high as, or even higher than, L. 
icterohaemorrhagiae. Tests repeated at intervals during 
the course of the illness showed that the titre for the 
homologous leptospira rose or was maintained, whereas 
it fell for the heterologous. The species could also be 
determined by an absorption test. The abstracter has 


confirmed these results. It is unfortunate that neither . 


of these methods was adopted with the Detroit sera for a 
correct diagnosis would probably have been reached in 
all cases. It is possible, of course, that latent or double 
infections could occur, but, in view of the comparative 
rarity of canicola fever, it would be an astonishing coinci- 
dence if 40% of cases of Weil’s disease had contracted it 
also.] J.C. Broom 
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- but much less so than by antimonials. 


PROTOZOAL INFECTIONS 
The Effect of Methyl-bis (8-Chloroethyl) Amine 


1917. 
on Trypanosoma equiperdum 
G. CHEN. Journal of Infectious Diseases [J. infect. Dis.] 


$2, 133-137, March-April, 1948. 1 fig., 5 refs. 


The effects of methyl - bis(f - chloroethyl) - amine 
(nitrogen mustard) on the physiology and reproduction 
of Trypanosoma equiperdum have been studied. The 
glucose metabolism of trypanosome suspensions was 
inhibited by concentrations of the drug above 10~* molar, 
At a concentra- 
tion of 5x 10-* molar for 1 hour motility was impaired, 
but numbers were not reduced. Degenerative morpho- 
logical changes were seen after exposure to this concen- 
tration for 2 hours. A significant decrease in the 
number of dividing forms was observed after exposure 
for 2 hours to a concentration of 5x 10-* molar. The 
survival time of mice inoculated with treated parasites 
was increased, the lowest cogcentration to produce a 
maximal effect being 10-* molar. The survival time was 
found to vary inversely with the logarithm of dosage of 
treated or untreated parasites. These facts suggest 
that surviving trypanosomes reproduce at a normal 
rate, once the lethal effect of the mustard has been over- 
come. Mice inoculated with trypanosomes which had 
been exposed to a concentration of nitrogen mustard 
not inhibitory to glucose metabolism survived, in 
contrast to animals receiving trypanosomes whose glu- 
cose metabolism had been partly inhibited by anti- 
monials. Thus, the effect on reproduction of nitrogen 
mustard is distinct from its general toxic effects. The 
inhibitory effects of the drug on reproduction were 
counteracted by cysteine. 
[For details of technique and results, the original must 
be consulted. ] J. L. Markson 


1918. The Effect of Cysteine on the Antitrypanosome 
Activity of Antimonials 
G. CHEN and E. M. K. GeILinG. Journal of Infectious 
Diseases [J. infect. Dis.] 82, 131-132, March-April, 
1948. 4 refs. 


Details are given of the effect of cysteine in vitro in 
antagonizing the inhibitive properties of tervalent and 
quinquevalent antimony compounds on the glucose 
metabolism of suspensions of Trypanosoma equiperdum. 
The antimonials used were tartar emetic, sodium-— 
antimony, thioglycolate, stibamine, and “ neostibosan ”’, 
and the method employed was that already described 
by the authors. Cysteine hydrochloride was neutralized 
with trisodium phosphate to pH 7-5, and diluted with 
phosphate buffer of the same pH. The results show -that 
2 mg. per ml. of cysteine, added at the beginning*of the 
experiment, completely inhibited the antitrypanosome 
effect of that concentration of antimonial sufficient to 
suppress about 60% of glucose metabolism in 1 hour. 
When cysteine was added 30 minutes after the start of 
the experiment, a slight inhibitive effect was noted, due, 
presumably, to its effect in antagonizing the action of the 
antimonials on the few surviving trypanosomes. When 
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553 
cysteine was added 15 minutes after introduction of the 
antimonials, it reduced about half of the suppression of 
glucose metabolism in 1 hour by tartar emetic but 
completely counteracted the effect of stibamine. This 
suggests that tartar emetic is immediately toxic to try- 
panosomes, but that with stibamine there is a time lag 
of 15 minutes, a finding which is in harmony with the 
results of in vivo experiments on mice, and which may 
possibly be explained by conversion of the quinquevalent 
compound to its reduced form. J. L. Markson 


1919. Comparative Merits of Steraum, Spleen and 
Liver Punctures in the Study of Human Visceral Leish- 
maniasis 

E. A. Ho, T.-H. Soona, and Y. Li. Transactions of the 
Royal Society of Tropical Medicine and Hygiene [Trans. 
R. Soc. trop. Med. Hyg.] 41, 629-636, March, 1948. 


This paper discusses methods of diagnosis and the 
control of treatment in cases of kala-azar at the National 
Northwest Institute of Health, Lanchow, China. Simul- 
taneous splenic and sternal punctures were performed in 
450 proved cases of kala-azar. Of these, 375 (83-4%) 
gave positive results with both methods, 64 (14-2%) with 
splenic puncture alone, and 11 (2°4%) with sternal 
puncture alone. In 121 of these cases liver puncture was 
also performed, but in none did it reveal leishmania 
when they had not been detected by the other two 
methods. During antimony treatment it was found that 
leishmania disappeared in 68% of cases at about the same 
time both from marrow and spleen; the organisms were 
undetectable at an earlier stage in liver preparations. 
It is concluded that splenic puncture is the most reliable 
diagnostic method. It is suggested, however, that both 
splenic and sternal puncture should be performed as a 
routine diagnostic measure. Clement Chesterman 


1920. Diagnosis of Mediterranean Kala-Azar by Detec- 
tion of Leishmania in Nasal Mucosa. (Diagnostic du 
kala-azar méditerranéen par la recherche des Leishmania 
dans la muqueuse nasale) 

J. FRAGA De Azevepo. Archives de [Institut Pasteur 
cd’ Algérie [Arch. Inst. Path. Algér.] 25, 52-61, March, 
1947. 1 fig., 10 refs. 


The author first considers the different methods used 
in the diagnosis of kala-azar, and concludes that none of 
them can be regarded as completely satisfactory for all 
cases and under various conditions. In view of the fact 
that in Chinese, Indian, and Sudanese forms of kala- 
azar leishmania have been encountered in the nasal 
secretion, the author undertook an investigation of 
patients in Portugal with the object of detecting the 
presence of parasites in this site. The technique is as 
follows. With a platinum loop or a fine curette scrap- 
ings are taken of the nasal mucous membrane, preferably 
from the inferior concha where the mucosa is thicker. 
The material thus obtained is smeared on to a slide, which 
is stained with Leishman’s stain. Since this method 
ensures the removal of parasitized histiocytes it is pre- 
ferable to the examination of the mucous secretion alone, 
which may be negative, though parasites are present in 
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cells of the mucous membrane. The total number of 
kala-azar patients examined was 11; in 9 of them 
Donovan bodies were found in the nasal scrapings— 
that is, 81-8% positive results. This method has the 
advantage of being simple and safe. It can be used for 
early diagnosis before splenomegaly develops and for the 
control of treatment. It is suggested that the presence of 
viable leishmania in the nasal mucus may be of epidemio- 
logical importance, for it is conceivable that the disease 
might be transmitted by direct contagion. C.A. Hoare 


1921. Observations on an Outbreak of Kala-azar in 
Calcutta 

P. C. SEN Gupta. Indian Medical Gazette [Indian med. 
Gaz.] 82, 726-734, Dec., 1947. 8 figs., 10 refs. 


Certain areas of Calcutta inhabited by poorer classes of 
mixed races and creeds are endemic centres of kala-azar; 
elsewhere in Calcutta the disease, practically- speaking, 
has always been imported. It is with indigenous cases 
that this paper is largely concerned. 

The peak incidence was in 1923; this was followed by 
a decrease, and, in turn, by a period of stability until 1943, 
when, after the advent of famine in Bengal, a marked rise 
occurred, culminating in an unprecedented peak in 1946. 
Spot maps show the increase in cases to have been 
mostly in the established endemic areas. Kala-azar 
houses suggested that exposure to relatively heavy 
sandfly infestation was a causative factor. Incidence by 
race and creed is given, but the figures would have been of 
greater interest if the quantitative composition of the 
population at risk had been recorded. Compared with 
previous observations, adults were proportionately more 
affected. Patients appeared to be more seriously - ill, 
and severe complications were more common. 

Several factors are considered to have contributed to 
the increased incidence in the earlier phase. It is sug- 
gested that, since normally the age group incidence is 
highest in children under 15 and the previous peak was in 
1929, then in any event a peak was due in 1944 because 
there was a new generation of susceptibles. The famine 
is considered to have been a major factor, in that it 
lowered resistance and also drew into the city large 
numbers of individuals who were reservoirs of foreign 
strains of pathogens and contributed to overcrowding. 
The war was also responsible for addition to the popula- 
tion and the introduction of new strains of pathogens. 
Further, many individuals in the new population were 
considered to be from non-kala-azar areas and therefore 
susceptibles. There were peaks of malaria in 1943 and 
1944, and, as has several times been noted, there were the 
associated peaks of kala-azar also. The yet higher peaks 
of kala-azar in the two years following, however, were not 
associated with peaks of malaria; it is suggested that 
they were due to an increased virulence of the pathogen 
from passage through susceptibles. This suggestion 
would appear to be of considerable epidemiological 
interest. 

The involvement of older age groups and the increased 
severity of the disease are explained by reduced resistance 
to disease because of famine and/or increased virulence 
of the pathogen due to passage through susceptibles. 


Here it would seem.consistent to consider also that the 
older age groups may have been susceptible to foreign 
strains. N. L. Corkill 


1922. Anti-protozoal Activity of a Pigment from 
Aspergillus niger. (Attivita antiprotozoaria di un 
pigmento estratto dall’ Aspergillus niger) f 

G.G. TeDEscHI. Rivista di Parassitologia [Riv. parassit.] 
9, 5-9, March, 1948. 


According to the author, the only antibiotic previously 
shown to have an antiprotozoal action is corilophilin, 
obtained from Penicillium corilophilum, which im- 
mobilizes and lyses trypanosomes. He has now suc- 
ceeded in extracting from cultures of Aspergillus niger 
in Sabouraud’s medium a pigment, or mixture of pig- 
ments, which is antiprotozoal. The mould, cultivated 
on Sabouraud’s medium, is inoculated into a Roux flask 
and maintained at 30° C. until it is fully developed. 
The mycelial feltwork is then removed carefully and 
allowed to dry at 40° C. It is then extracted with 
chloroform in a Soxhlet apparatus until the solvent 
comes away colourless. The pigment, dissolved in the 
CHCI,, is concentrated to a deep brownish-yellow and 
repeatedly mixed with equal volumes of phosphate at 
PH 7°5 till the watery solution is no longer coloured, the 
mixture being centrifuged each time to break up the 
emulsion. The chloroform is next carefully driven off. 
The pigment is taken up in an alkaline fluid, placed in 
centrifuge tubes, and brought to pH 3-0 with HCl or 
H,SO,. A yellowish-green flocculent precipitate forms 
rapidly and is collected, washed repeatedly with distilled 
water, and brought to pH 6:0 with HCI. The precipitate 
is then dried, but not completely, taken up, with a little 
saline, and concentrated NaOH is added cautiously; 
the pigment gradually dissolves and the’ process is stopped 
when a clear fluid, dark brown in colour and at pH 7°5, is 
obtained. 

Biologically, the preparation was found to have 
slight bactericidal action on Staphylococcus aureus, but 
no action on Bacterium coli. It is haemolytic, but this 
effect is prevented by the presence or addition of 3 to 4 
volumes of serum, though the antiprotozoal action 
remains unaffected. Experimental perfusion of a frog’s 
heart did no harm to the animal. The antiprotozoal 
action was tested on Polytoma uvella, a flagellate growing 
profusely in hay infusion; it, and other flagellates, are 
immediately immobilized; ciliates of the paramecium 
genus remain mobile for a time, then become motionless 
and disappear; amoebae remain fixed with extended 
pseudopods, Hartmannella hyalina, a coprozoic amoeba, 
beingimmobilized ; Giardia intestinalis in faeces is immobil- 
ized and destroyed; Trypanosoma lewisi and T. gam- 


. biense.in the blood are quickly rendered motionless and 


become deformed and aggregated, while the corpuscles 
show the effect of the haemolytic action of the pigment. 
In vivo tests are in progress and the results will be reported 
later. Injection of 3 ml. of the solution per 100 g. body 
weight has no deleterious effect on white rats and guinea- 
pigs in 24-hours; the substance is active in experimental 
infections with T. lewisi and T. gambiense. 
H. Harold Scott 
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1923. Studies on the Growth Requirements of Endamoeba 
histolytica. 1. Maintenance of a Strain of E. histolytica 
through One Hundred Transplants in the Absence of an 
Actively Multiplying Bacterial Flora 

J. G. SHAFFER and W. W. Frye. American Journal of 
Hygiene [Amer. J. Hyg.] 47, 214-221, March, 1948. 
3 refs. 


The strain of Entamoeba histolytica used in these studies 
was a stock culture maintained on an egg slope medium 
with an overlay of buffered saline (pH 7-0) to which 
sterile rice flour had been added. The accompanying 
bacterial flora consisted of at least 3 types of Gram- 
negative aerobic bacilli, a Gram-negative strepto- 
bacillus, and a Gram-positive organism. 

Six 24-hour cultures of these bacteria were taken, and 
to 3 of the culture tubes amoebae from a 48-hour routine 
transplant were added. The first of these tubes was kept 
as acontrol; to the remaining 2 were added 12,500 units 
of penicillin and 10,000 units of streptomycin, and 6,250 
units of penicillin and 10,000 units of streptomycin, 
respectively. No amoebae were inoculated into tubes 
4,5,and 6. Tube 6 was kept as the control, while 4 and 
5 received similar amounts of antibiotics as did 2 and 3. 
The results of this experiment showed that the antibiotics 
considerably reduced the bacterial count during the 
first 24 hours, the viable count changing from about 
700,000,000 to about 2,000,000, while the control in- 
creased from 650,000,000 to 900,000,000. During the 
48 hours of this experiment the antibiotics did not 
prevent growth and multiplication of the amoebae. 

As a result of these preliminary observations an 
experiment was designed to obtain bacteria-free cultures 
of amoebae. Twenty-four cultures of the bacteria were 
placed in a water bath at 58° C. for 4 hours. Each tube 
then contained 5-5 ml. of almost completely inactivated 
bacterial suspension. When the cultures were removed 
from the water bath 0-5 ml. of sterile horse serum, 6,250 
units of penicillin, and 10,000 units of streptomycin were 
added. Into 2 tubes prepared in this way, amoebae were 
inoculated. This inoculation was made from a routine 
48-hour culture of the stock strain, no attempt being 
made to free it from bacteria before use. These tubes 
were then incubated at 37-5° C. for 48 hours. Trans- 
plants were made into 2 new tubes, prepared as before. 
At the fifth subculture 3 series were initiated. These 
have been maintained through 100 subcultures and 
the amoebae have continued to multiply actively in each 
transplant. In no subculture were viable bacteria 
found, in aerobic or anaerobic cultures, and after pro- 
longed incubation (7 days). R. B. Lucas 


1924. Studies on the Growth Requirements of Endamoeba 
histolytica. U1. Preliminary Observations on the Cultiva- 
tion of E. histolytica in a Modified Thioglycollate Medium 
J. G. SHAFFER, J. G. WALTON, and W. W. Frye. Ameri- 
can Journal of Hygiene [Amer. J. Hyg.] 47, 222-225, 
March, 1948. 3 refs. 


This is a report on the ability of a stock strain of 
Entamoeba histolytica to multiply in a medium contain- 
ing thioglycollate and an anaerobic Gram-negative 
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streptobacillus. This organism was associated with the 
bacterial flora normally accompanying the stock strain of 
amoebae. In pure culture it grew better when rice flour 
was added to the substrate. As this also applies to 
amoebae, it was thought that the streptobacillus in pure 
culture might possibly support growth of amoebae. 

** BBL fluid glycollate’’ with dextrose was prepared 
according to specification and sterilized. Approxi- 
mately 1% sterile rice flour by weight was placed in 50 ml. 
of the medium, and 0-5 ml. of a 24-hour fluid culture of 
the streptobacillus added. The resulting culture was 
incubated at 37-5° C. for 24 hours. To prepare a sub- 
strate for inoculation with the amoebae, the strepto- 
bacillus culture was well mixed to suspend the sediment 
and was dispensed in 2:5-ml. amounts. To each amount 
was added 2-5 ml. of normal saline and 0-5 ml. of horse 
serum. The trophozoites were then inoculated into: 
this medium. These amoebae were obtained from a 
bacteria-free culture (Amer. J. Hyg., 1948, 47, 214). It 
was found that subculture of the amoebae could be carried 
on indefinitely, and that multiplication often approached 
that seen in the routine cultures in which the total 
bacterial content was present. 

Preliminary observations showed that the optimal 
proportion of rice flour in the streptobacillus culture was. 
1%. If too much was added the amoebae tended to 
die out. As regards the horse serum, 0-25 to 0-5 ml. 
added simultaneously with the amoebae enhanced 
growth, but it was quite certain that multiplication 
could occur without the serum. Penicillin added to the 
cultures in a concentration of 600 units per ml. prevented 
multiplication of the streptobacillus and the amoebae died 
out after one or two subcultures. R. B. Lucas 


MALARIA 


1925. Results of an Investigation of the Therapeutic 
Action of Paludrine and Pamaquin on Acute Attacks of 
Benign Tertian Malaria 

J. F. Monk. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. Med. 
Hyg.] 41, 657-662, March, 1948. 3 refs. 


The authors report 179 cases of benign tertian malaria 
in which “ paludrine ’’ 250 mg., and pamaquin 10 mg. 
were given concurrently 8-hourly for 10 days (Course 
P/X). These cases were alternated with 168 cases in 
which quinine gr. 10 (0-65 g.) and pamaquin 10 mg. were 
given concurrently 8-hourly for 10 days (Course QP). 
Parasites disappeared rapidly from the blood in all cases, 
but in Course QP the average duration of fever was 
1-44 days, compared with 2-1 days in Course P/X. 
Trivial toxic manifestations were seen in 7% of cases on 
Course QP, whereas 37% of the patients on Course P/X 
looked clinically unwell and showed toxic manifestations 
such as cyanosis, anorexia, and gastric discomfort. 
These reactions are ascribed to pamaquin, which is 
displaced from the tissues by paludrine. The relapse 
rate in the P/X series, observed over a 6-month period, 
was approximately 21%, a figure not significantly 
different from that obtained in the QP series, but con- 
siderably lower than the relapse rate in a series of cases 
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treated with paludrine alone, 250 mg. 12-hourly for 10 
days, and lower also than the rate in a series given 
pamaquin alone. It is considered that the dosage of 
paludrine of 250 mg. 8-hourly is too high to be used in 
conjunction with pamaquin, lower dosage being equally 
effective and non-toxic. J. L. Markson 


1926. Results of an Investigation of the Therapeutic 


Action of Pentaquin on Acute Attacks of Benign Tertian . 


Malaria 

J. F. Monk. Transactions of the Royal Society of 
Tropical Medicine and Hygiene (Trans. R. Soc. trop. Med. 
Hyg.) 41, 663-668, March, 1948. 1 fig., 4 refs. 


Pentaquin (SN 13,276) has the formula 6-methoxy-8- 
(5-isopropylamino-amylamino)-quinoline, and is closely 
related to pamaquin. It was given in 25 cases of benign 
malaria in dosage of 20 mg. 8-hourly for 10 days (Course 
SN); 26 cases were treated with the drug in the same 
dosage concurrently with quinine, gr. 10 (0-65 g.), 
8-hourly for 10 days (Course Q/SN). Both courses 
resulted in rapid clinical cure. The average duration of 
pyrexia with Course SN was 1-2 days and with Course 
Q/SN it was 0-73 days. The corresponding relapse rates 
over a period of 6 months were 12 and 11-5% respec- 
tively. These figures are lower than those obtained with 
other antimalarial courses with pamaquin, “* paludrine ”’, 
paludrine and pamaquin, quinine and pamaquin. 
However, no conclusions are drawn in view of the 
mild infections. [The degree of parasitaemia is not 
stated.] In nearly 50% of the cases in both groups there 
were toxic reactions in the form of cyanosis and gastric 
disturbances. Plasma levels were estimated by a 
modification of the method described for pamaquin by 
Brodie et al. Higher levels of pentaquin were obtained 
in cases in which quinine was administered concurrently. 
Stable levels were reached by the third or fourth day of 
treatment, and the drug was detectable in the plasma up 
to 4 days after administration of the last dose. With 
pamaquin, the initial levels were higher, but a stable 
level was not reached until about the eighth day of 
treatment, and the drug was rarely detected in the plasma 
for longer than 36 hours after the last dose. 

J. L. Markson 


1927. Failure of Neo-arsphenamine in Relapsing Vivax 
Malaria 


J. W. Firecp, R. S. JoHNsTON, and H. SmitH. Trans- 


‘actions of the Royal Society of Tropical Medicine and 


Hygiene [Trans. R. Soc. trop. Med. Hyg.) 41, 677-678, 
March, 1948. 


Twenty cases of relapsing vivax malaria occurring 
near Singapore were treated with quinine and neo- 
arsphenamine on the following scheme: quinine 1 g. was 
administered on the day of relapse and 1 g. on the 
following day; 0-45 g. neoarsphenamine was injected 
on the second day after relapse, and again on the tenth 
day. This treatment had no effect on the development 
of relapses subsequently, which continued to occur. The 
changes of fresh infection during the period of observa- 
tion were small. J. L. Markson 


1928. Trial of Paludrine for Causal Prophylaxis and 
Treatment of Malignant Tertian Malaria. (Essai de 
prophylaxie causale et de traitement de la tierce tropicale 
par la paludrine) 

J. vAN RugL. Annales de la Société Belge de Médecine 
Tropicale [Ann. Soc. belge Méd. trop.) 28, 85-95, March 
31, 1948. 4 refs. 


Paludrine was tested as a causal prophylactic in a 
hyperendemic area of the Belgian Congo where Plasmo- 
dium falciparum is the prevailing malaria parasite, 
Twenty workmen whose blood had consistently been 
negative for malaria parasites and who had lived in a 
non-endemic malarial area were taken by motor to this 
hyperendemic area. Ten were left as controls, 10 were 
given 0-3 g. paludrine weekly for the 4 weeks during which 


- they lived in the hyperendemic area. Of the controls 


all suffered from malignant tertian malaria in from 20 to 
27 days after arriving in the malarious area. None of 
the treated patients showed any signs of infection but 
after returning to the non-infected area and stopping 
paludrine 9 subsequently developed malaria; in 5 the 
infecting parasite was P. falciparum, in 2 P. vivax, and in 
2 P. malariae. ‘The iatent period between cessation of 
paludrine and development of malaria varied from 16 to 
52 days in the case of P. falciparum, 16 to 32 days with 
P. vivax, and 25 to 76 days with P. malariae. Paludrine 
was given to 156 adult Africans and 97 children with 
P. falciparum infections; for adults the dose was 0:3 g. 
daily; children received smaller doses in accordance with 
body weight. Control groups were given 0:5 g. quinine 
hydrochloride daily and 0-3 g. of mepacrine daily. The 
effect on fever, symptoms, and pérasitacenia is shown in 
the following table: 


Adults Children 
“ Last Last Last 
Last Last 
No. of Day of Day of | No. of Day of 
Treatment Day of Day of 
Cases Symp-) Parasit- | Cases Parasit- 
Fever aemia Fever | “semia 
Quinine .. | 112 3 4 5 93 3 5 
Mepacrine 127 3 5 4 89 2 5 
Paludrine.. | 156 3 4 4 97 3 4 


It will be seen that the results with paludrine are of 


the same order as those with quinine and mepacrine. 
They are of interest when compared with those obtained 
at Cairns in Australia by Fairley et al. (Trans. R. Soc. trop. 
Med. Hyg., 1946, 40, 105): 


is 
th 
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Last Day of | Last Day of iasDed 
Fever Symptoms 
Cairns 2 7 1 
Kivu, Belgian 
Congo: Adults.. 4 4 
Kivu, Belgian 
Congo: Children 4 


So far as Belgian Congo strains of P. falciparum are 
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concerned the claim that paludrine is a causal prophylactic 
is not confirmed. 

[Reports from West Africa and Rhodesia also show 
that in malignant tertian malaria paludrine is no more 
effective than quinine or mepacrine.] G. M. Findlay 


1929. Quinine by Continuous Intravenous Drip in ane 
Treatment of Acute Falciparum Malaria 

J. H. STRAHAN. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. Med. 
Hyg.] 41, 669-676, March, 1948. 20 refs. 


Quinine was administered by continuous intravenous 
drip to 15 cases of severe falciparum malaria, in most of 
which there were parasite counts of more than 300,000 
per c.mm.: in 3-of these cases the counts were 
800,000 to 1,240,000. The patients were prisoners of war 
in a Singapore camp, and all were grossly malnourished. 
The preparation used was quinine bihydrochloride, 0-5 
to 0:66 g. per litre: 2 g. was given in 24 hours, the rate 
of flow being 30 to 40 drops per minute. There were. 
2 deaths, one from sepsis starting at the site of injection. 
This method is considered to be safe and effective, and 
can be combined easily with blood transfusion or slow 
administration of thiamin (aneurin). J. L. Markson 


1930. Studies on Parasite-Host Interplay between 
Plasmodium gallinaceum and the Chicken as Influenced by 
Hydroxynaphthoquinones 

D. H. CLARKE and M. TuHerer. Journal of Infectious 
Diseases [J. infect. Dis.] 82, 138-162, March-April, 
1948. 5 figs., 36 refs. 


These experiments were carried out in the laboratories 
of the International Health Division of the Rockefeller 
Foundation, New York. The authors used two pre- 
parations of 2-hydroxy-3-8-decalylpropyl-1,4-naphtho- 
quinone, which is a mixture of the eight possible isomers; 
they were M 297 (SN 8,557) and M 2,279 (SN 12,320), 
the latter being rich in the cis isomers. Chickens were 
infected with Plasmodium gallinaceum by inoculation of 
sporozoites and of infected blood. The drugs were 
given in the food, in capsules, or by intramuscular in- 
jection, and their concentration in the plasma was 
determined by a colorimetric method. 

A daily dose of 100 mg. of M 297 per kilo body weight, 
given in the food, beginning 1 day before inoculation of 
sporozoites and continued throughout the experiment, 


. prevented infection in all the 90 birds used; in parallel 


experiments with quinine hydrochloride all the birds 
examined showed numerous exoerythrocytic forms in 
brain smears and erythrocytic forms in the blood. A 
similar experiment with M 2,279 gave the same result, 
but when the drug was given on the fourth day after 
inoculation of sporozoites (pre-patent period) or after 
parasites had appeared in the blood (patent period) the 
infections were suppressed but not prevented. In 
another experiment M 2,279 was given intravenously and 
sporozoites were injected 5 minutes later into another 
vein; infection was prevented in 4 of 6 birds treated, 
while all the 6 controls were infected. This suggests 
that the drug acted on the sporozoites. 


Repeated brain biopsy demonstrated that M 297 
(50 mg. per kilo intramuscularly twice a day for 2 weeks, 
beginning on the seventh day after inoculation of 
sporozoites) rapidly killed the so-called late exoerythro- 
cytic. forms; the blood films of the treated birds also 
became and remained negative. 

Wendel (Fed. Proc., 1946, 5, 406) showed that hydroxy- 
naphthoquinones depressed the metabolism of P. lophurae, 
and the authors found that this occurred with P. gal- — 
linaceum. M 297 (75 mg. per kilo), mepacrine (20 mg. 
per kilo), and quinine (75 mg. per kilo) were injected intra- 
muscularly twice daily for 2 weeks into chickens, and 
on the day after the beginning of this treatment various 
doses of parasitized erythrocytes were inoculated intra- 
venously; all the drugs reduced the parasitaemia in each - 
group of birds as compared with controls, but M 297 
had much the most powerful action, no bird except those 
injected with the high dose of 13 x 10’ parasites having 
parasites in the blood, while with mepacrine and quinine 
all birds had parasites except some which were injected 
with relatively few parasites. Superinfection of negative 
birds 24 months later showed that all had some degree 
of immunity; variations in the infection curves were 
unconnected with the size of the infecting dose of para- 
sites and seemed to indicate an individual bird reaction. 

Chronic infection was shown by subinoculation into 
1-week-old chicks, which are susceptible to a single 
parasitized erythrocyte and by superinfection. M 2,279 
was given orally or intramuscularly to birds which had 
been infected by sporozoites or blood-forms 14 to 4 
months previously and were chronically infected. 
Apparent sterilization of the blood was associated with 
high plasma drug concentration and with the intra- 
muscular route of therapy, but there was some individual 
variation in response. Small doses of sporozoites failed 
to infect apparently cured birds and untseated chronically- 
infected birds, but» heavy intravenous doses of para- 
sitized erythrocytes caused blood infections in both; in 
the untreated chronic infections few parasites appeared 
and they disappeared in 2 to 4 days, but in the “ cur 
birds a genuine reinfection occurred, followed by gradual 
subsidence. 

In prophylactic action against sporozoite-induced 
infection and in action on late exoerythrocytic forms the 
hydroxynaphthoquinones resemble certain sulphon- 
amides and differ sharply from quinine and mepacrine; 
they resemble quinine, mepacrine, and pamaquin, 
however, in depressing the growth and reproduction of 
the erythrocytic forms and in not destroying them un- 
aided by the defence mechanisms of the host. If the 
hydroxynaphthoquinones do not. increase the rate of 
destruction of the parasites, variations in effect in 
different birds may be due to differences in the rate of 
parasite destruction by the host (Boyd ef al., Amer. J. 
Hyg., 1934, 20, 73; 1941, 34, C,129). Failure to cure 
may depend on the presence of large numbers of erythro- 
cytic forms rather than on the presence of specially 
resistant parasites, yet in the sporozoite-induced infection 
treatment in the pre-patent period failed to cure; further 
research is necessary. The superiority of intramuscular 
over oral administration of the drug may be due to its 
prolonged retention unchanged in the body, leading to a 
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more constant effective plasma level. The authors 
conclude that the effect of drugs depends on a complex 
interplay between host, parasite, and drug. 

J. F. Corson 


FUNGUS AND HELMINTH INFECTIONS 


1931. The Pathogenicity of Aspergillus nidulans. [In 
English] 

C. H. Drake. Mycopathologia [Mycopathologia, Amst.] 
4, 103-119, Jan. 30, 1948. 1 fig., 24 refs. 


Except for pulmonary aspergillosis, common in birds, 
jesions due to Aspergillus mainly affect the surface of the 
body, the species being usually A. fumigatus. Since 
reports on the pathogenicity of A. nidulans are conflicting, 
the author has carried out experimental work with a 
culture of the fungus on Sabouraud’s glucose agar, with 
rabbits and guinea-pigs. Intravenous injections into 
rabbits, and intraperitoneal injections into guinea-pigs, 
of cell sap produced an allergic reaction, more marked 
in guinea-pigs. Injection of living conidia produced in 
rabbits results different from those in guinea-pigs. 

Rabbits receiving large doses died in a few hours with 
signs of embolism; with smaller doses peculiar nervous 
symptoms appeared 5 to 11 days later, preceded by nasal 
discharge and marked exophthalmia; these symptoms 
included weakness, twisting and nodding of the head, and 
incoordination of the hind legs, followed by partial or 
complete paralysis, usually spastic. Necropsy revealed 
no cause for this; no pathological lesions were found. 
The kidneys, however, showed mycelium in the tubules, 
multiple abscesses, and, if the animals lived long enough, 
scattered fibrous nodules and granulomatous and tuber- 
cular lesions with giant cells. The morphology of the 
fungus also underwent a change; in place of the peri- 
pheral rim of giant cells and epithelioid cells—a tubercle 
with a broken-down centre—mycelial filaments became 
twisted and an actinomycetoid granule developed with 
mycelial centre and radiating clubs at the periphery. 

In guinea-pigs, single intraperitoneal injections of live 
conidia seemed to have no effect, but a second injection 
caused a Nakayama (anaphylactic) reaction and severe 
peritonitis with adhesions and fibrino-purulent exudate, 
but no growth of fungus or invasion of tissue could be 
detected. H. Harold Scott 


1932. The Mode of Action of Miracil. (Zur Frage des 
Wirkungsmechanismus von Miracil) 


R. GGNNERT. Naturwissenschaften [Naturwissen- 
schaften] 34, 347-348, 1947. 3 figs., 3 refs. 


When mice infected with Schistosoma haematobium 
are given 7 mg. “ miracil ” per 20 g. of body weight the 
worms are killed in from 12 to 15 days, but even 24 hours 
after treatment changes are beginning to appear in the 
testicles of the worms. Spermatogonia and spermatozoa 
exhibit pyknotic nuclei, and in 4 to 5 days the testicular 
cells have completely degenerated. Analogous changes 
are found in the ovaries of the worms. The action of 
miracil on the worms thus resembles closely that of anti- 
mony preparations. G. M. Findlay 


INFECTIONS OF UNKNOWN ORIGIN 


1933. Pneumonia and Erythema Multiforme Exudativum, 
Report of Four Cases and Three Autopsies 

M. FINLAND, L. S. JOLLIFFE, and F. PARKER. American 
Journal of Medicine [Amer. J. Med.] 4, 473-492, April, 
1948. 13 figs., 29 refs. 


This paper adds 4 cases to several which have been 
recently published stressing the association of the Stevens- 
Johnson syndrome (erythema multiforme exudativum) 
and a primary atypical pneumonia with extensive bi- 
lateral miliary involvement. Three of these 4 cases 
ended fatally and detailed necropsy findings are given. 
Because one patient handled a dead pigeon and another 
nursed a sick sparrow for several days before it died the 
authors investigated a possible relationship of the 
Stevens—Johnson syndrome to psittacosis, but no virus 
was isolated from the materials obtained from their 
patients. 

The serological changes were in Case I a significantly 
high antibody titre for psittacosis virus demonstrated by 
complement fixation, and in Case II a significant rise in 
such antibodies during the course of the illness. In 
Cases III and IV no psittacosis antibodies were found, 
though the patient in Case IV died on the fifth day of 
his illness. Cold agglutinins (which have not been 
reported in proved cases of psittacosis) were demon- 
strated in high titre in the serum of Case I, and appeared 
during the course of the illness in Cases II and III. 
[These serological changes cannot be regarded as indi- 
cating a psittacosis infection. Moreover, in psittacosis 
such skin lesions as have been described bear no resem- 
blance to the lesions of erythema multiforme exudativum.]} 

Henry Cohen 


1934. Histological Observations on Gangosa. (Contri- 
buto isto-patologico allo studio della gangosa (rino-oro- 
faringite mutilante dei tropici)) 

A. BetroLco and G. LuGo. Acta Medica Italica di 
Malattie Infettive e Parassitarie [Acta med. ital. Mal. 
infett. parassit.] 3, 32-38, Feb., 1948. 10 figs., 13 refs. 


An Arab woman, aged 52, stated that 20 years ago a 
small painless nodule appeared on the left nostril. This 
soon broke down and the lesion, in spite of many forms 
of treatment, gradually extended on the surface and in 
depth until much of the nose, mouth, and face was 
destroyed by a typical gangosa. [The state of this 
unfortunate woman is well illustrated in a series of 
photographs.] Mycobacterium leprae, Myco. tuber- 
culosis, Treponema pertenue, \eishmania, rhinoscleroma 
and blastomycetes were repeatedly searched for, but in 
vain. The Wassermann reaction was on one occasion, 


‘in 1939, considered to be positive, but tests in each of 


the next 3 years gave negative results and the Kahn and 
Meinicke reactions were always negative. No benefit 
was obtained from arsenicals, antimonials, mercurials, 
iodine, bismuth, sulphonamides and x rays and the patient 
died. Histological examination of different parts of the 
local facial lesions and of some of the viscera—lungs, 
heart, liver, spleen, and kidneys—was undertaken. Brief 
descriptions are given and photomicrographs reproduced 
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of some of the histological appearances of the tissues 
of the face—congestion of the vessels, haemorrhages, 
lymphocytic infiltration, and relative scarcity of granulo- 
cytes and plasma cells—but nothing was found which 
could be regarded as characteristic or pathognomonic. 
The author sees no reason for regarding gangosa as a 
sequel to or complication of yaws, and inclines to the 
view that gangosa is a condition sui generis or “* a separate 
clinical entity ”’. H. Harold Scott 


1935. An Unusual Eruptive Fever Involving the Skin and 
Mucous Membranes. Its Relation to and the Status of the 
So-called Stevens—Johnson Disease 

P. A. BRADLOW and R. A. ScHLEss. Journal of Pediatrics 
[J. Pediat.] 32, 293-300, March, 1948. 28 refs. 


A case of an unusual eruptive fever with conjunctivitis, 
stomatitis, nasopharyngitis and urethral meatitis is 
presented. A history of contact with sick dogs is 
reported, apparently for the first time, in this group of 
cases. Studies to incriminate the herpes virus as the 
aetiologic agent were negative. The status of the so- 
called Stevens-Johnson disease is reviewed and defined 
more clearly. The conclusion is reached that Stevens— 
Johnson disease is only a form of erythema multiforme 
exudativum (Hebra) and not a distinct entity. The 
hypothesis is put forward that, with regard to much of the 
erythema multiforme group, we are dealing with an 
infection by organisms of a similar type, probably viral in 
nature.—[Authors’ summary.] 


1936. Coronary Lesions in Acute Rheumatism. (Les 
lésions coronaires du rhumatisme articulaire aigu) 

J. BRux. Annales de Médecine [Ann. Méd.] 49, 278- 
309, 1948. 16 figs., 42 refs. 


This is a somewhat procrustean attempt to fit the 
changes in the coronary arteries, as found in some cases 
of acute rheumatic disease, into the three stadia described 
by Klinge. The changes described here are those of the 
rheumatic process, not the precocious atheroma, which 
is rare despite the cardiologists who quote it so often. 
The author also refuses to follow the fashion of saying 
that this is just a variant of polyarteritis nodosa 
(Kussmaul). It is emphasized [rightly] that varying 
degrees of myocardial infarction are not infrequently 
revealed on microscopy of the rheumatic heart, a fact 
that has not been widely appreciated. He discusses the 
appearances in the coronaries in the light of recent work 
on experimental hyperergic lesions. A. C. Lendrum 


1937. The Familial Incidence of Rheumatic Fever. 
I. A Discussion of the Relationship Between a Positive 
Family History and the Development of Rheumatic Fever 
in Individuals of Military Age. II. A Statistical Study 
of the Familial and Personal History of Rheumatic Fever 
G. C. GrirriTrH, F. J. Moore, S. McGinn, and R. S. 
Cossy. American Heart Journal [Amer. Heart J.) 35, 
438-443 and 444-447, March, 1948. 8 refs. 


Over 3,000 patients with rheumatic fever and 3 control 
groups (1,397 individuals) have been studied. The 


authors found that the occurrence of rheumatic fever in 
the family increases the risk of the individual developing 
the disease while he is still in contact with his family, 
but not after he is separated from it. There does not, 
therefore, appear to be a strong and inherited suscepti- 
bility. The occurrence of multiple cases in families 
could be explained either on the basis of common environ- 
ment or contagion. The authors regard the data as 


indicating the dominant role of contagion in the 
‘R. T. Grant 


development of rheumatic fever. 


1938. Reiter’s Syndrome. Report on Nine Cases 
R. J. G. MoRRISON and M. THompson. Lancet [Lancet] 
1, 636-637, April 24, 1948. 8 refs. 


The authors describe 9 cases of Reiter’s syndrome 
(arthritis, conjunctivitis, and urethritis). Although this 
condition has recently been encountered mainly as a 
complication of bacillary dysentery, in the cases described 
no connexion with dysentery was apparent. In 4 of the 


_ patients no question of gonorrhoea arose, but in the 


other 5 gonorrhoea preceded the condition—smear was 
positive in 2, there was definite exposure to venereal 
infection in 2, and 1 had gonorrhoea a year before. 
The knee-joint was affected in all the cases, the inter- 
phalangeal or metacarpo-phalangeal being the next most 
commonly affected joints. A rash was noted in 2 patients 
and hyperkeratosis of the feet in 3. Two patients (both 
had had gonorrhoea) developed balanitis with ulceration 
of the glans. It was thought that intravenous T.A.B. 
vaccine was of benefit in some of the patients. 

[The authors make no attempt to define the aetiology 
of the disease, but agree that there is some general 
similarity to sensitization. In view of the widespread use 
of sulphonamides as a prophylactic in gonorrhoea it is 
tempting to consider this as a possible exciting factor.] 

T. Anderson 

[Reiter’s syndrome has, however, been seen in Africans 

who have never received sulphonamides.—Editor.] 


1939. Nodules in Acute Rheumatism. (Maladie de 
Bouillaud. Les nodules de Meynet) 

R. LUTEMBACHER. Annales de Médecine [Ann. Méd.} 49, 
310-328, 1948. 16 figs. 


This paper describes the cutaneous nodule of acute 
rheumatjc disease under the briefer but parochial term of 
Meynet’s nodule. This is contrasted with the syphilitic 
plasmoma of Unna and the follicle of Koester [again the 
author’s terminology]. Histological appearances of 
two nodules from one case are described, but no technical 
data are given with the photomicrographs (fixation, 
staining method, magnification), and there are no refer- 
ences to the literature. He likens one stage of the 
nodule under discussion to the Aschoff nodule of the 
heart, but this is not as helpful as it might have been 
since he gives no evidence of knowing the two very 
different focal lesions which occur in the heart in acute 
rheumatic disease. Inoculation with material from one 
of the nodules is said to have produced torticollis and 
myositis in a rabbit. A. C. Lendrum 
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History of Medicine 


1940. Was the Use of Obstetrical Forceps Known to the 
Ancients? (Conoscevano gli antichi l’uso del forcipe 
ostetrico?) 

S. BaGuioni. Fisiologia e Medicina [Fisiol. e Med.] 
15, 439-451, Sept.—Oct., 1947. 8 figs. 


On May 7, 1937, Baglioni reported to the Societa 
Laziale di Ostetricia e Ginecologia the discovery of a 
marble bas-relief which, he claimed, dated from the 
second or third century A.D. This depicts a parturition 
scene wherein one of the chief figures holds aloft a pair of 
obstetrical forceps bearing a remarkable resemblance to 
the modern forceps introduced by Chamberlen. A 
detailed account was published by Baglioni (Fisio/. e 
Med., Roma, 1937, 8, 169) and led to considerable dis- 
cussion. The present article is intended to refute the 
adverse criticism of Gall (Am. Ostet. Ginec., 1939, 61, 
819), Malcovati (Trattato di ostetricia minore, Milano- 
Venezia, 1947, pp. 15—16) and Cattaneo (in the course of 
lectures on obstetrics and gynaecology given in the 
University of Rome in 1947). Their arguments are 
summarized. 

Gall affirms that the authenticity of the bas-relief has 
not been established and he places it as eighteenth century 
or later. If genuine, who would have been responsible 
for such a work? The obstetrician would not have had 
the means and the noble Roman family depicted there 
would surely have objected to the publicizing of one of the 
most intimate scenes in its history. If not, some written 
comment must surely have been made upon so strange an 
event. Moreover, no reference to obstetrical forceps is 
to be found in any of the ancient medical writings. 
Malcovati admits that the bas-relief, if genuine, would 

“revolutionize the recorded history of the forceps, but he 
dismisses it as a modern commercial fake. Cattaneo 
emphasizes the lack of any reference to such an instru- 
ment in the ancient medical literature. 

The author’s reply is first concerned with the authenti- 
city of the bas-relief. It came from excavations near 
Fiano, where it was found among the ruins of an ancient 
pagan temple, “ presumably ” with the terracotta votive 
offerings (uterine) which are also illustrated. It is 74 cm. 
wide, 53 cm. high, and 1 to 3 cm. thick; in greyish white 
marble, the back roughened for fixing to a wall. “ An 
expert archaeologist in the capital” confirmed its 
authenticity without reserve. 

The author compares the construction and material 
(bronze) of the forceps with the ancient speculum 
matricis, examples of which have been found at Pompei 
and Ercolano. He stresses their similarity in principle, 
and suggests that just as the speculum went out of favour 
for many centuries so the forceps may have been aban- 
doned and forgotten until rediscovered by Chamberlen. 
Replying to Gall, he asserts that obstetricians in ancient 
Rome were not poor slaves but of a higher order even 
than the ordinary physician. The bas-relief is a votive 
offering. 

Concerning the lack of documentary evidence stressed 


by Gall and Cattaneo, the author points out that sur- 
viving medical works represent only a part of ancient 
medical literature and that no complete and detailed 
obstetrical work, in which one might expect to find an 
account of the forceps, has come down to us. He quotes 
documentary evidence for the use of the speculum matricis 
[which is not in dispute] from Paulus Aegineta onwards, 
and concludes with references to obstetrical forceps 
quoted from Alpago’s translation of. Avicenna (Venice, 
1582; Lib. III, Fen XXI, Tr. II, cap. 28) and from 
Girolamo Mercuriali (De morbis muliebribus, ed. 5, 
Venice, 1644, p. 178). On these grounds he claims to 
have refuted his critics and to have established that the 
obstetrical forceps were used by the ancients. 

[The value of evidence depends upon its authenticity, 
The bas-relief should be submitted to the independent 
judgment of an authority prepared to sign his report. 
The introduction of the speculum for comparison leads 
us nowhere, for examples of this have been found. Why 
have no forceps survived? The textual evidence quoted 
is too slight and too late to have much bearing.] 

F. N. L. Poynter 


1941. The Present-day Erroneous Conception of Fallot’s 
Trilogy. (Sobre el concepto erréneo que existe de la 
trilogia de Fallot) 

A. CASTELLANOS and O. Garcia. Revista Cubana de 
Pediatria [Rev. cubana Pediat.] 20, 261-267, May, 1948. 
16 refs. 


The well-known tetralogy of Fallot describes conditions 
found by Fallot in 59-99% (Group A) of the 55 cases 
which he studied. In 7 cases, or 12-6°% (Group B), he 
found other conditions which he described as a “ tri- 
logy ’—namely, pulmonary stenosis, normal develop- 
ment of the interventricular septum, patency of Botallo’s 
foramen (Contribution a l’anatomie pathologique de 
la maladie bleue (cyanose cardiaque), Marseille méd., 
1888, 25, 77, 138, 207, 270, 341, 403). Although the 
“trilogy ” accounts for more cases than any except those 
in Group A, it has been more or less ignored by Laubry, 
Brown, Vaquez, White, Stroud, and Abbott. Others, in 
referring to it, have initiated and maintained an error. 
Thus, Nobecourt (1914) substituted “ interventricular 
communication’ for normal development of the 
septum ” and repeated the mistake in 1925; similarly, 
Stolte (1933), Grenet (1933—with hypertrophy of the 
right ventricle as a variation), Mufioyerro Pretiel and 
Cafiamares (1936), Garrahan (1942), and Luisada 
(1945). Castellanos (Cardiopatias congénitas, 1948) was 
the first to point out this error, which seems to have 
sprung from Fallot’s own description of what is really 
a double malformation as a “trilogy”, his phrase 
developpement complet de la cloison being misread as 
developpement incomplet in order to provide the missing 
pathological item in the so-called trilogy. 

_ F. N.L. Poynter 
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